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w m m 

^-7xp yaStF'f — 7 m n y 5tfc tHc IRF-2M 6 If <ft 1£ ffl 

Mb Lt©^ y^-7xn y a *5ii5^ is? — y v is y MxfteiR 

F-2 iSIO^ffifcitSo ^^teu #lHM1.24#l#: t 

If fc h TfctllfiL^ f-^^i-S 6 ifcSfc (leukocyte) , ^*fcSfc 

(granulocyte) „ (monocyte) 3o <£ V (lymphocyte 

^ftf^ (neutrophil) , (eosinophil) , (basoph 

il) \z.ftftb*hZ>o *a<£*3Hfc&i£jfc# 

^mmomm mst^mm) fc&6iL#i> v y^m, -wum^fch 
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ft , 6jliL?ftliJ!&0 56^aR*»b#tti4 6jliHfi (myelocytic leukemia 
) H y^ittSi^ (lymphocytic leukemia) Zl ^ gij £ *L % $ 

!) y/N*f I©z^i©ifi)fiIII:tt5|i^i^ejliii (mixed li 
neage leukemia) fe^P btl'T V»5„ 

lilrft^LTV^I^^fc^o t&#tef±&t£6JfiL?R (acute leuk 
emia) ri* , fefg \z. ft & jfc#f (chronic leukemia) -^#11^^^ 
JiE^P (myelodysplastic syndrome) ii^^HSo ittfiiSli, 
*SI 5fc *ffl Jfi to Mfr h , ^&#ffi'l4 6 JfiL^f (acute myelocytic leuke 
mia ; AML) , ^ ft 3^ ft 6 J&. (acute monocytic leukemia ; AMoL 
) , ^ # & Jfc #! (acute erythroleukemia), & I? 33c t£ Jfo. #! ( 
megakaryoblastic leukemia) , ^t. 14 V V & ifiL #f (acute lymph 
ocyteic leukemia ; ALL) , $ tl <5 o 

MM t bTjSlt£ttr#titt 6 JfiL^I (acute promyelocyte le 
ukemia ; APL) fl**n £ *VT V> 5 » 1^, tttSifiL?R if Ilf ^St 
$M*, FAB#3i (French-American-British classification) id «fc <9 
^itSrH^IS, FAB#mT?te, U 6 jfiL*Pf«Ll, L 

o &t£#*H4 6 JfiLlfctt, MO, Ml, M2, M3, M4, M5, M6, M7K. 

&mzti* m%.&> m&skmitmK. &&&&&& £n.m km ic^m 

1999) o 



WO 02/064159 PCT/JP02/00989 

&&&to.mhMffiMmi>mmfrh, skm (chronic 

myelocytic leukemia; CML) b&&9 ^^1461^ (chronic lymp 
hocytic leukemia ; CLL) .teftmZ tl 5 . * tc % fitefUfiite 6 jfiL^f 
©liHt, «tt#«3i3*tS:&jfiL#J (chronic myelomonocytic 1 
eukemia) iS^P^tt, itt P Ltttf!) y/<t 

ttfijfiLjIfi (prolymphocytic leukemia) £Q b it T 5 0 

5itjfiL*#fflliaitt3K-CS>So Mtty^^M (Malignant lymphoma) » 
, /J^v 5 ^^^ (Hodgkin's disease) £ ^ V s ^ y V ^°JIi (non-H 
odgkin lymphoma ; NHL) IZ. -ft ft 5 ~ t & T? # 5 *S , V^ T it y ^ ^ 

^SflS^Sy ^^1, Burkitt y W?flt, pre-B y J"* ffi #35 & 5 o 

Tmrnzkmrnx+te. ^Arm^^skm (aduit T- ce ii i eu ke 

mia ; ATL) & ATL 5fcfiH4 T y W?« (PNTL) #»5,iltV^ e *■ 
% T0JB&i:B8BJte©2gitf>*>5tJ?*A/teJJ y^°it#*i;^>!J 

y — (^r^*BHa) 6jfiL#! (hairy cell leukemia) # s £n it T 

#f (B-ALL) , «f£B y ^^ttfiifiL^ (B-CLL) , pre-B V y/N'I, B 

urkitty^^jg, m&mv iss<ms mi&ftmv ±"*m> tf£A/<fty 

y^««P^^*tl/S„ T|Blia«*H:t4, ittTyy^ttfit^ (T- 
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ALL) . «i4TJ) ^^ttSjUL* (T-CLL) , J& A T #ffl fa & Jfo. #S (ATL 
) % #ATL*#H£T V ls*m. (PNTL) 5 (0»BS**V 

y— X\ NO. 17 &lhm- !) y^B, MEDICAL VI EWft, 

1987 ; BjNHJfeffi^, ft M tit . IttflH 1991 ; fcrffiflcrtft^ ftlK 

Am. mmnm, m^m^. 1999) . tiiitpy^^ii*© 

#fiJB (myeloma) tt , J£f£$IJfe« (plasmacytoma) „ 
MM (multiple myeloma) £ fi£ ft , * J t a — >jr jV ft J& R^ffl J3S 

|^tfc5L«, H«fcif j&stfetB S ft3. 
ftS55W^a* ft"C v^ 0 

— Goto, t. e>»4, t h'WffimMtifo*-* v * K$!.m.-Lx%bti 

tc?r S ? * --r/istfLfa (^ £ *#lHM1. 24#l#0 «: U T V> 3 ' (Bl 
ood (1994) 84, 1922-1930) „ M h -Wffimffi J& £ U fc ^ * * m 
^HM1.24^#S:S^-i-S £ > £ 0&tttffll**&ttttC«rjlftti:*ttL 
t (/MRSWfe, B#EI#c (1995) 53, 627-635 ) j&» h , JniHM 
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_LlEBlood (1994) 84, 1922-1930^ it , #CHM1. 24£rC£M$ , 
in vitrofc&V^, fc h # fi Jffi $9 *fcRPliI8226K: M U T $B Jfe ^ ^ ^ 
ttSr^-fS £ t tfS5&-< btb-CV>5„ * ft > *#lHM1. 24#t fa* 

^ 7^bUfc^r^ 7^HM1.24*l#:, *5 ± t h §Hfc U ?f flt/fctftHMl. 

^te^^-^S £ i: tfTF&tlX^Z (Blood (1999) 93, 3922-3930) 

o 

* w**«as y y^fiii(^^u-cv>5 r. t > *s £ ftHMi. 24 

#C#tfsy ^^^^JB^lc^U, CDC ?£14^ADCC?£t£{c«i; 3*fflJ&^W 
l&tt^tt, #Cjffi^$jJP:£3§m-t-3 - £ *s^$tb-CV>S (W098/356 
98) 0 r<Di 9 HM1.24ttlRtt, J^*^"fb B *B1IS « #if[Jtt#B 

m<o^ta^-f. V v?sji3Sif afctessv^-c i> tt^ «9 % hmi.24 

& JDS 5 #i:HM1.24&#:ra:, y V^«^Jt3«©?&**J HTt 

roidtc, HM1. 24^C1S«:, Jfc * # B *B Jfe & 5 # tt IB *ffl J1& 

y > stiifcZkm&ffl fait aft ut*3 1> , r o^msrisi&fc-r 

-5^CHM1.24^L#:{i, ilffl Jl&« ® <DHM1. 24ttJIS#^ SU£ JfcflJ U T «*HII& 

#lHM1. 2£%iW$:m V'* fett: 

HM1. 24$i flc© 5 HM1. 24#tD!( <D #ffll!&^® -h O^mfi £ it&f 

$ HM1.24#ilK£383£ LT VNj§ifiLS&lfi0*WII& fc*fr LT, 

^J&^ffil:<^HM1.24&M<P3§m*&i#3&-f5 n £ # t? # WT , MHH 
ttffiHM1.24^#¥&*T?tt8&m&3F £ * V N 32i Jk^Jg^^Jte fc:** L T 
% #LHM1.24£t£Mc ± 5 ADCCStt^CDC & ^ L fc ft! J3S % m Stt > 
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mfcftmzti, &mte£.mm&&mirz> z. t *>*utv^ (p es t 

ka, S. , et.al., Ann. Rev. Biochem. (1987) 56, 727-777; Langer, 
J. A. , et.al., Immunology Today (1988) 9, 393-400 ) 0 U U 

#.7j\ V 9 — V ^ ci H-^ (interferon regulatory facto 

r)(IRF)-l *3J;I>'2«. IFN-j3 3t^^Ofe^git5H^^ UT|^I^$ 
ttfc„ IRF-1 *3 2 » — j&tcl^ C&fc^-mfflm&}fcm& IRF- 

1 fcHE^^te-ffcH-^ IRF-2 fite^flH&JH^ i: UTfittfiSlfc^fflt 
Srir^fetiTV^, IRF-2 £r $ -fr fcNIH3T3#B J§& « #9 

v * T*<Dmmmm&m#> bth, irf-2 ^ft^^f tLtints^ 

— 75, :ftj££>#r^Oj§Jgfc J: $> , IRF-2 ftl & J3 X8 <£> n ffi i£ < 
hyH4«^^IC^gT'fe§r i^^$tiTVN5 0 IRF- 

2 ^ ^1 IB *3 T vascular cell adhesion molecule-1 (VCAM- 
l)<^^2r_t#£-£5r£j$S:^£*K VCAM-1 ^ft>fb it IRF-2 <D 
mte^^ (182 &218 ) rfSfEffl UTV>5 Z bt>W oTVn 
So ^4>^ i^fe IRF-2 tem^ttim®^ b ltl< fcfj&>9 N 

Ld> L # 6> , IRF-2S 6 St#HMl. 24^tigat^^-<^7 D n ^ — ^ — 
(HM1. 247° n -e- ^ -) (C^-a-L, ^7" n * — * - ZmfefclrZ ^ 
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^5^*$*51i^SI!e«J*?&^Sf»JS)5v^H:?&^KfeiS#*:i^TV^5o * 

m% . WHSrSESS* 5 :i:iST-l S H #J ii& ffc 8; 

„ at jfiL Silt 31, i&Jfc^ifcfc !> 5 So 

tfcoT, #ttJS*ffliaK:33V>T, HM1.24 

HM1.24ifcJK©»9l*S:i»an3-fr3 - i . #lHM1. 24#l#<£> y 
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*3BW#fctt, J&> 5 < > HM1.24#fcl©tf>3Bm*& 

if #P$-£-5 * fc tegffc ^HMl. 24#i jD§C£jNHie£ffi±te#S£ii: 5^*11 
£ #S Pit U ^ , — 37 ^ n >- a , >< V9 — 7^*lsy&£tf 

$£oT^ 4 i/ 9 — 7io ^o, y^-7x»'yy, 

5 y^ffi5tiSrft5iei (Hill. 2'40i UK) Oit JfiL^S^JNH »C *5 it 
|filB3tifiL^®^tt, m*.t£* stum. !) ^^1, H-flffifc if t?fe 

^^yy z&m\ft>ti* mm'wmmt Ltii#ntt 

K ± 0 HM1.2401® riSfg^ufoatJfeSgmmi&BJ&tJ:, KHM1. 24ift JK W 
Sttfcj^^i-S^iJRSrJIS^^^rS :iia!), «5t ifa. $ fit ft ftl j& m 

fig o T # 3§ Bj§ * % — ^^ci^q!, - 7xp y y 

^fc{*iRF-2^e«i:#ffit-s r. t &wmt ^ i^^tttia 

#3§PJ!»£fc, IM^HT (1) -r^^~-7^n^a N 
^-7xo y 7 4feliIRF-2Seg, *5<tT>* (2) MB^J#-^ : 2 lC 
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jfett y sk-Ms y v^i^e ifo.^ z&mtf h n, .tiey 

tt#*i?^y y v^ffijfe i£&mi? fen, ^ it jiiB#n® £ utj* 

#^-f4#Mfll^^*ff fetLS 0 

^e/^p — -t- ?V tfcffctt, £f * U < «: * f£ # # FERM BP-5233-C & 5 ^ 
-f^y K — J: otI4§ii/5 ijLHMl. 24£jt'ffc'T? > Iff 13=^^7 
#C#£fctefc hTOfttt, £F£ U< ^ f£ # FERM BP-5233T-& 
Z>^4 "7 y K — "7fc«toTl4$tl5^i HM1 . 24^C O ^ 

h "T? h o T , 

(1) iH^"J#^ : 2f^^57^l@a^J^^t5^^^1 

(2) _LfSft#:£, iB^J##2fc^$ttST5 yiftBB^JSr^r-fS 
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sit z-m^-t zn^m ; 

T? fe o T . 

(1) IS^Jtt 2 ic*$ti§7^ 7 tgE^J^Ii t§ ^ 

(2) IB?!l#-5§- : 2lc^$^57 5 yiie^srt ts^y/^i 

(3) _hfB3g£iJ:fc «t T>^#&i&^-a-:b-frTB#f£$£^-r 5 ^ i £ 

ft t? & o T , 

( 1 ) HM1. 24st'fK^-7 D p ^-^-^^^^"i-SW^-^ — aUS-lP 

(2) «trlBJNHI&t2:tt»4&KS:g|«$*5XS ; 

(3) i^jtf-^-are-^oi&m&ifcffi-t-sxs, 
*mw\*.tnt, ±m(D&m,m&M ib?ii## : 2 m ^ $ ft 

10 
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h o x % 

( 1 ) mm twwtmn&mtezitznin ; 

fet. fc. ±m<Dj?&iZ <t o T31iR $ *b3 IRF-2* « 

Hit*, /f y^-7xB^o©*#ftT (Jb) X(*#^ET (T) 

IU2tt. ^ y^-7xny a ©^#ftT (_h) Xtt^lET (T) 
1.24$fc#£JS V>T 7 n -f-^ h * h V - £ 9 # *f L- fc^f tr^i" 

o 

® 3 tt, HM1.24£ijj§i£r a — K1" 5 Stte^f- <Z> 7" p •=& — * & W 
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*, y * 7 - -em& & m m u tc a& m z ^-r # =7 x* $> z> . 

H 4 tt, HM1.24^ilSSr3- § atte^tf) ^ * ^t — * -ft© 1*3 
. ^^M^^^e>151bp±^*-C, Xte77bpJL^£-T?&*f AbfcW 
#-^-^7^ S K fz: X V ^^fcU266^JISX»HEL IfflJ&S: 

, ^y^ - 7;cn^ a (lOOOU/ml) O T T? U ft K ;V 

H5f4. 0^-7n»yyO^T (-h) ti^^ET (T) T? 
1.24£t#:%/BV^T:7 * -ir-f h y _ £ # U fc 5j£ « £■ ^ -f- 

o 

0 ^y^-7xny v ©^#|ET (_h) Xte^feT (T) 

1.24#i#£:fflv^-C7 v h * h y — \z. £ *) Ufc^^Sr 

o 

HI 7 te, U266i#3l #ffl jjfe \Z. I FN- a ^r^*p-f-§ r t iz. X V m$L £ ttHM 
1.247" a ^ — * — ^^^^•^•f-5fe^H^<D*Oj^NF6«J^^Sr^f 

tM^sjiT^^ BmrcjB^ji-cfcs. ne(-) i-xmmmmmM^ 

f. OhteIFN-a LOgttffllJ ^«0 o 0.5 ~8h«IFN-a (10 

OOU/ml) JWa^ft^Jh/OBSBmifl Ufc^ttffi^&MPo +cold 
ii*^I^ISRE2 7° * — 7*50ngMn % +cold unrelated ttTfc&tftadp 
B3^J50ng^^JP o 

i8ii, hmi. 24^1= — ? — \zm&ir5m^m s ¥-&, &m<DiKfe 

§„ NE(-) te^ttffi#7«P-£--f o OhttlFN-a JW## L^ittffli^: 
8h«IFN-a (lOOOU/ml) *U 8h<D $C|£ ffi Ufa £ 8s *P „ +col 
d (i*^iiISRE2 7" u — ^50ng8SiP o +cold unrelated {t^^i^ad 
p iH^IJ50ng^*P o ttfcte*:tl^tl2 ix g^APo 
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HI 9 te. HM1.24^a ^ - * — 1/^-^-/7^ ^ K £ IRF-2 

(*) T'it^U, i*fcUtt MgG (*frEfO * ifcttftHMl. 24 

) Sfctt, #*ET (*) T?«P*U, flIMft i UTt MgG (MM) * 
fcttSCHMl. 24£t#£/B 7 n — -^^f h!) -|:± ^Oflfcig 

Hi ttk MgG (*tJ&) * fctt&HM1.24#;ft:<S:JBV>-C:7 » 
, tfStftHM1.24trt;fl:H: J; S^fe^^i~ 0 

^ y^-7ip v a & t>* — ^cng^v 

JL$ Zhtch <DX«h 9 % 3I&> Bifl^f-S^T a , 3. 0)0 4 
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^C^^IJBBli^ (1990) 115 — 133, M&fc^mA ; Pestka, S. et a 
1. , Ann. Rev. Biochem. (1987) 56, 727~777 ; Langer J. A. et al 
., Immunology. Today (1988) 9, 393~400) 0 

&&wx«®zm £ -f V ^ — 7 ^ n VaRi;^ V ^ — 7 m n ^ v 

o "C <fc V^ 0 

(Hashimoto-Gotoh, Gene (1995) 152, 271-275, Zoller, Methods 
Enzymol. (1983) 100, 468-500, Kramer, Nucleic Acids Res. (1 

984) 12, 9441-8456, Kunkel, Proc. Natl. Acad. Sci. USA (1985) 8 

2, 488-492, r§ff IffljfeX^^lifc 7 * h -/u jK K±^mft^WK 

Bf ^J^W^^PlS (1993) P 241-248j ) 0 

T{5|S(DPCR^^IJ^ U/c r|flte##lffJ^S5f3§^*"7^ (GIB 

C0-BRL ) ^» TQuickChange Site-Directed Mutagenesis Kit J ( 

^h7^^-^!ti) ^fuits r t % ^rt^T-feSo get 
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Mark, Proc. Natl. Acad. Sci. USA (1984) 81, 5662-5666^ 
7F £ tlX 5 o 

n t £ uv^ j^TKttT^/M (A, I, 

L, M, F, P, W, Y, V) , m.*®LT ^ S Wt (R, D, N, C 

, e, q, g, h, k, s, t) , mm-mmm^m-r z> r s; j m ( 

G, A, V, L, I, P) , TkfSttflli^rtf 5T?;t (S 

, t, y) „ mnw^^mmm^mir^T ^ ym (c, m> , 

sKylStfT? K^t««fett57$/» (D, N, E , Q) , 

tmfl«*tt57^;is (r, k, h) . %&m-£#mm& 

ttsr^yi (h, f, y, w) z 5 i©ti^^t uv>„ 
py y ©^7°f Klf^^fflv^sr itprilt?J)5„ ^y^- 

7xB V a X -f V ^ — 7 ^ n ^/ v £ <£> Jg^lfP^ £ 5 ^ 

•7°^ YmK&K$L UV^ U < f±10(HB£il_L, U < tel 

30<®£*_L. $ 5> * U < »150^@, * <fe n * U < tel60BU±(D : m 

IRF-2 M&g 

y^-7iP ^pSfi El ^(interferon regulatory factor)(IRF 
)-l *5 £tf 2 teIFN-/3 mfc*<Dlfc^Mmm^F b VXmfetStitc (Ta 
niguchi, T. et al. , Nucleic Acids Res. (1989) 17, 8372 Tanig 
uchi, T. et al. , Cell (1989) 58, 729) „ IRF-1 *5 £ 2 — JS£ 

Kmcm.fc^mwmmizfa&v^ irf-i \tm^m^tm^. irf-2 

ttifc^nmm* t lT^»lc#lt5 Z. b&%abfrX^Z> 0 IRF- 

s IRF-2 temi&fc^-k ItiifS ^ £ e>dMC3feoTVN5 0 
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— jr. m?&<Dffl$z(Dmmfc «t 9 , irf-2 &mfomn<Dmffi\z.m< 

hyH4©^ifc^Ht?$)5rHS^$tltV^, IRF- 
2 tef&pfcllfflJ&fc&V^ vascular cell adhesion molecule-1 (VCAM- 
l)<V$£%i$: ±%-£ & Z> b frif; & tl^ VCAM-KD^tt^iC^ IRF-2 O 

^t£$t*£ (182 a»e>2i8 ) a^js u-cv^ r. t i>m baMcfco-c^ 

5 c rorH^ IRF-2 li^^JD^JH^ t tTK tf^ !) T^i < , 
1.24^mM&K^HM1.24^:Mtr^^-r 5*fflJ3a^^^^Cj!g Rt^ffl 

tfiv^ ^#&#0^f^Jj|CTk3HM1.24^m3Sm#IJ& k 

Ittt, t h #^t£#fSJMJ&l*-efc 5KPMM2 (#|B2p7-236475) 
^KPC-32 (Goto, T. et al. , Jpn. J. Clin. Hematol. (1991) 32, 14 
00) £J8V^ £ £ 3„ £ l^tHiLtia^f^lfc/T 

tT?y iie?lJI:ft5ief, & § VMttitHMl. 24£t*M$lg!$-r -5 

IS. 

mz^-rzm &scocDNAte P uci9 ^-oxbaiijuiirgR&op^fcflp 

A$ttT> ^7 * 5: KpRS38-pUC19 t U T IE®* £ jit V^ 5 e r©^ 
7*5 KpRS38-pUC19 £#tf;*:fl§M(E. coli) . 5 # (1993 
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#o 10^ 5 0 ttx*m±ft&mAmmuffi%k&w9?>m ftntkmrntt 

(B*|^*o<tffIlTSlf«ll f*l6) iz. 
, Escherichia coli DH5 a (pRS38-pUC19) i: LT, §:fe#-f-FERM B 
P-4434£ t t^^7 h&#*jK:26-3t gK*te$ftTV>5 (WW? 
7-196694#JS) „ ^0 7° 7* 5: KpRS38-pUC19 *a * ft 5 cDNA^f K 

te#v^s. £tf ^ si Steffi -t-£«« £ ©jg-e-teSr^iSL-csfti- 

^flcftjcW:, ^fls#CM &PBS (Phosphate-Buffered Saline) ^>£: 
#s ¥ § „ 

M13&^tfaJ& £ft5ft&:£<£>fa*fflj& £ UTOflifLSi^O 5 3i 

n--^^BJ3S«, i^©l*©Htet, P3X63Ag8.6 

53 (J. Immnol. (1979) 123: 1548-1550 ) , P3X63Ag8U. 1 (Curren 
t Topics in Microbiology and Immunology (1978) 81: 1-7) , N 
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S-^l (Kohler.G. and Milstein, C. Eur. J. Immunol. (1976) 6: 511- 
519) , MPC-11 (Margulies. D. H. et al. , Cell (1976) 8: 405-415 
) , SP2/0 (Shulman, M. et al. , Nature (1978) 276: 269-270) 
, FO (de St.Groth, S. F. et al. , J. Immunol. Methods (1980) 35: 
1-21 ) , S194 (Trowbridge, I. S. J. Exp. Med. (1978) 148: 313-3 
23) , R210 (Galfre, G. et al. , Nature (1979) 277: 131-133 ) 

fcbx.lt, $ JV^y-^i 1/ £> <D^m (Kohler.G. and Milstein, 
C. , Methods Enzymol. (1981) 73: 3-46) fc. 2p D X ff 5 - t *S T? 

% So 

% 3KU xfi/y^y (PEG), ± V^-f $ ^ jux (HVJ) # tf* & 

lite mm k «t «9Hi#^j¥^^^5fci6^^^ ^/w*^** 

JNBjfe(^M L-C3i&#fflJfe£ 1 ~10te ^:t5©#^f4UV^. ffr IB *B i& Ifc 

Gizm^zmmm t ittt, m ib $ ^ » - *w is # <& *si at 

fc#5g&RPMI1640i#^^ MEM #F*?ft, ^©<l, £ © « © »UI& # # 
(FCS) f©Jkiii^ffflt5rHT^5 0 

mmwL'&ft* muftmmm ax * -^miia £ atria # 

^cfT* «£ < m& ^#>, 37°Cm^^*D?fi UfcPEG 0!l *. 1* 

, # -?* 1000 -6000M^£> PEG *gfj££iiit, 30—60% (w/v 
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^^-r:/y K-^tt, ii«^38^*#«, hat &mm 

t h y >-^°S££rin vitro t?HMl. 24#CJK£ J*HM1. 24#tjD§t3l& 
^ J»H AS "T? JBE 18 ft 5 y t h>xp — -^jHBflS, #l*iiiU266 

t ffife-a- HM1.24^ti^* fcttHMl. 24$zm&'$L%B8&^<D 

m-rz>mm<Dt hmfc&mz rnt'ts (#^^i-59878 

WlWfctfzm b ft SHMl. 24#CM £ ttHMl. 24*rC 05 & m#ffl 

I^^W H3M^li#-^-W093/12227, W092/03918, W094/02602, W094/2 
5585, W096/34096, W096/33735# flS) 0 

?:-*TOHT (scFv) HT77-^7^/i/>fSl!:i!) 
V^, HM1. 24#C ISU^ -8* f 5 7 t - S? 3 w i: ^ T* # 5. S 

tLfc^ r — ^©ate^^rfliwi-ti/wr, HMi.24titji^ji$^-rs^: 
<Dmfc?%&n&m^ti&, #cHMi.24t h^^#st§:i^t'i 
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§ c e> (D&Vkte&KmftKVft&X-h *) , W092/01047, W092/207 

91, W093/06213, W093/11236, W093/19172, W095/01438, W095/153 

AttBjfctt, SlHMI. 2435t#:jg£^W •? ]) K — -^©fl^tt* Goto, 
T.f>©*S (Blood (1994) 84. 1922-1930) iZ.XVffy^b&'V^ 

So m&n &&Amm$im$&&w2zffi mn^^m^^ v* — (0 

*it««fO<|irtJ^lTSl#il "=f^:^6) J- , 5pj^ 7 ^4 
^ 270 (CFERM BP-52332: U T :/ ^ * h ^ i£ S <5 # H R * f£ $ *b 
fc^tHMl. 24^t#S^^>f ^ SrBALB/c-^ ^ * (0*^1/71 

) ©IKl^taAtTlTK^i, £©jfc*J&>&^HM1.24#;#:«:)|t» 

j^jfiLft, 5 % BM-CondimedHl (Boehringer Mannheim M) "e^RPMI 

i640^fl&> ^-r^y k-^sfm mm (gibco-brl m) ^ PFHM-IIig 

JJfc (GIBCO-BRLM) ■tO*#Ji»*^0LHM1.24trL{*:Sr 
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«TfflV>5r^iS-C#5 Carl, A. K. Borrebaeck, James, f 

.Larrick, THERAPEUTIC MONOCLONAL ANTIBODIES, Published in th 
e United Kingdom by MACMILLAN PUBLISHERS LTD, 1990#M) 

W<D*Sm (V) = — K-f5«RNASr*L«-t-5. mRNAO^H^, 

^©^fe^ #J*Lf*\ yT~i?>MM>t>%k (Chirgwin, J.M. Bi 
ochemistry (1979) 18, 5294-5299 ) % AGPC?£ (Chmczynski, P. & 
s (1987) 162, 156-159) ^ f£ «fc 19 :£RNA SrfiML, mRNA Purific 
ation Kit (Pharmacia^) ^ & ^ffl U T mRNA Sr f| gif £ 0 * „ Q u 
ickPrep mRNA Purification Kit (PharmaciaM ) lri^5r £ t£ £ 
9 mRNA^riil^iiM-rS :HST^5, 

■5 o cDNAO-g^fi % AMV Reverse Transcriptase First-strand cDN 
A Synthesis Kit tg&m^Tft 5 £ t ri* T? # 5 „ 4 fc. cDNAO-g>/& 
*3 ± I* it 4B & fT 5 fcl « 5. ' -Ampli FINDER RACE Kit (Clontech^) 
*5J:tfPCR £ffiV^fc5 ' -RACE & (Frohman, M. A. Proc.Natl. 
Acad. Sci. USA (1988) 85, 8998-9002; Belyavsky, A. h , Nuclei 
c Acids Res. (1989) 17, 2919-2932 ) £ &m i~ -5 r. *S *C # § 0 
#£>*tfcPCR W.mfrh B ft £1"<5DNA Br «: ** » L , ^ * * -DNA 

i ft if 5^#©V|«5: 3 - Ki~ -5 DNA #s # b *W*\ £ tb £r 
)5rM<D£t#£if (C««) £ = — Ki~ 3 DNA tigJi&L, Zti& 
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o 

It A^^ll^lg Ufc3t^^m^x.M^L#, (Ch 
imeric) t Mft (Humanized ) ft ^ & « ffi T? # 5 0 £ 

^■^ 7&#f*. £frf3<£ J: 5 UT#fc*L#: V = - KtSDN 

^fFffiM^HIft-^EP 125023 , ffl^^rFffl^^M##-W096/02576# 

0d*.Hr, * * 9 £tHM1.24£t#:<D L #1*5 J: tfH ^7 * ^ K 

%ft5^il^, * Escherichia coli DH5 a (pUC19~l. 24L-g k 
) *5 J: ^Escherichia coli 

DH5 a (pUC19-1.24H-g y 1) t It, & Sfctf A ^f^SA?^ W^E 

m ^i^^^^fe-fe (B*itiio<(f$iiTgifi 

1 6 ) fc, 5}Z^ 8f 8^290K, # -*r FERM BP-5646*5 «fc 

t>*FERM BP-5644£ Ut^^ h &jf$ # S RK#ff6 £ tlX V> § 

(#m¥8-264756#fli) 0 
t M^Blt fiPflljft (reshaped) t h £ $ ft, fc h 
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.^©nf ?Ltb#K tc t t V *£i#<0*B*fH4ifc£Mi£(CDR ; comp 
lementarity determining region) £ fc h #C W <£> *1 *g ftife S'eM ^ ^ 

5 (Bfc*N4#?FfcfclK&iB#-i§-EP 125023 , PI^#m : ffiJm^Pi#-^W096 
/02576#flfO o 

(framework-region ; FR) £ 5 ^ Wt fhU DNA 13 . 

V =f ^ 1/ F2» bPCR ScH: £ t> ^^t5o # kfrfcDNA & t h 
#C#: C|H^^ = - Kt 5DNA t^*£U, ft V^ * * - & * 

^fF mM<£ IB## EP 239400 , SHEtiFtiF ffilP^ !PB # -^W096/02576# 

IS) o 

CDR ^^LTSg^iiSt h$t#:(^FRft. *B*H4ife5S«i*tfS ft # 

(Sato, K. et al. , Cancer Res. (1993) 53, 851-856 ) . 

<MZ-t£, t h Mte^iHlIl. 24£t#<£> L $**5 X^Hm^^^^ 9 ^ $ 
Y &^1rZ>*:BWte. ^-^Escherichia coli DH5 a (pUC19-RVLa-A 
HM-gk)jo X ^Escherichia coli DH5 a (pUC19-RVHr-AHM-g y 1 ) t b 

x ^ «k«feAanansift#w*Bf #rF^^^te-fe>-^- (0 

*S^^cJf:^ < WfTfJ* 1 T S 1 1 *^I6) , 5p^8^8 

^ 290 (C % #*FERM BP-5645*3 £t>*FERM BP-5643 t lt^^^ h 
SISfcteStbTV^ (*£I§t¥8-264756#M) • 
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1, C <y 2 , C y 3 , C y 4 §ff fflt^i H5t'# § 0 r. tl h <D 5 , # 
\ZL Cyl, Cy3 &l€'tZftftifimj3t£mi&mmf£&. i-*fc>t>, AD 

cc^tt, cdc ^tt^^-u, *mm\zm-mfc&m£tiz 0 

#©4B^iH4*S««i t Fia#ft*©7l^-Ar7-^ft (framew 
ork region ; FR) $5 £ X$ C i&l&fr b V) , t h # ft K *3 it S #CMt£ 

o 

> SUfcffiHMl. 24#C#:;^*lMf £> tl, 5 (W098/14580 0 

^ /^^fglftf;! c^fcDNA 5 f* ^ £ ^ ti"< ^ * — in £ «9 
b&T*%% 0 W & 7 v ^ <- fr — / is is — ± U 
■C tt s t h f""f h # * $ j ;v * tft S3 ^ i= *e — 9 — / = ^ -fr — 
(human cytomegalovirus immediate early promoter/ enhancer) 

— ^-/zy/Nyf - ilt, 1/ h n ? ^ % /Kl) 

T^V^-T^^, i/^T>-^W^^40 (SV40) ^(D^^/l^^T 0 

(HEFla ) ft if © ifc ?L3S£fflJ§&& 3(5© ~f v $ ~ / > ;s Is — & 

09*.tf* SV40"7 P * ^.w_^_ / fctefflt-SS^ Mull 
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igan^O^S (Nature (1979) 277, 108) „ * tz. N HEF1 a 7 w ^ — 
^-/xy^yf-^tfflt5i^> Mizushima £><£>3r?£ (Nuclei 
c Acids Res. (1990) 18, 5322) iift^l^IfS - HK* 

^tSr^TtS. #ij x. Ji ^ * — ^ — Kttt, lacZ^ n * — 
^ — N araB/n^-;?-^^ if 5r t^^t 5 0 lacZ^ p — ^ — 
^^ffi-T^m-a-, Ward^O^fe (Nature (1098) 341, 
544-546; FASEB J. (1992) 6, 2422-2427) , araB 7° v * — ^ — £r 
f Better b<Djjfe (Science (1988) 240, 1041-1043 

) tn^fctfiv^ 

j?) <z> y -r jvmn t ita, ^lic^n/^XA 

pelBv- j/^-^E2?IJ (Lei, S. P. et al J.Bacter 
iol. (1987) 169, 4379 ) -f-*Ukf <t ^ . ^!)^7XifcS4 

£^fc#i;#:£#llt ft#:©iilSrl§Jli!) 7t-^K (refo 

Id) ttfit5 (#!Ix.te\ W096/30394Sr#ffi) . 

% ? is s< fc* n — ^ >r yl/ ^ (BPV) f ©fti©t©l:ffl^5 i i: T? 

— HT, 7;;^ynVKF7 y 3i ^ — if (A 
PH) itfc-iK ^5 v^^r^-l? (TK) ^cJ^^^f-^^^^ 

7 = y*^*u #v;>F7y^7i7-^ (Ecogpt) at t 

K**»at5n»* (dhfr) jfte^^Sr^tf ^ 4: 5 0 

#C#Siat©fc«>©g&3U*. in vitro*3 <fc t>* in v 
ivo ©|4l^fe5. in vitroOl^Ii ttli, ^^r^^^^ffl 
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5l4l^fe^ o «j^/lfflJfe i: UTfi, (1) nffLS^^. ft z_ t£ y 
CHO, COS, 5: ^ ci — BHK (baby hamster kidney ) , HeLa, 
Vero, (2) M^M^HJ^, #1 7L > T 7 U # 3> # ^ ,p£p © jjfl % 

(3) mskmfo, sf9, sf21, Tn5& if # fcl ^ T 

V^5, 4t%lfflJ3& t It fi, (Nicotiana ) Jg , #i| £ fcf 

~ =» "T 1 >f T • (Nicotiana tabacum ) & 5fc <£> ^ J!& &n £> 

, #iJ*L{i\ t y * n 5 t 7, (Saccharomyces ) JR % ^IJitt't n 

^ -fe .X • -fe If v-" .31 (Saccharomyces serevisiae) „ ty\ X. 

}£\ T X ^< *c /I* X (Aspergillus ) Ms 09 7L te* T ^ ^ ^ • 
=-iS— (Aspergillus niger ) & <if # s £fl ^tlTV^o 

, T^JfilSgl £ ;ftfc*BJ3££in vitroT^^-T 5 : it± 

tl5 0 ^flGQ^fc^V^ 5 o ittf, ^ililt, DM 

EM, MEM, RPMI1640, IMDM ^tffltS-H^T'L 4 1 JJS Jfc JfiLi* (FCS 

LfcM£f&^<D0j|£#^#i-^ £ J: V s in vivo CT^^I 

— in vivo ©i4iHtit w>m zmm-t %> m^m-^mm 

nffLitSj^ £ ITtt, ^r^r\ 7 9, ty??, * * , 

H^t'tS (Vicki Glaser, SPECTRUM Biotechnology App 
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lication, 1993) „ Sfe/SiiltS, # -f & if £ ffl V ^ r £; 

- 5, ^ -Y^flzfc + t>ffiM<D$Cfc&&5 o 

LTt iV^ (Ebert, K. M. et al. , Bio/Technology (1994) 12, 69 
9-702 ) . 

n ? ^ ,u £ # ^ ^<D% 4 3©#«i 9 BtSO#l#: 

£#•5 (Susumu, M. et al. , Nature (1985) 315, 592-594 ) 0 $ 

— , 0ij x.fc£pM0N530 f-#A :©^^^-lrT^n/^f!)!)A 
• s y ^ "7 T ^ ( Agrobacterium tumefaciens ) <D 5 ^ 

^/n^A (Nicotiana tabacum ) fc^^fe^ii:, /^©li >9 

lO^^lriS (Julian, K. -C. Ma et al. , Eur. J. Immunol. (1994 
) 24, 131-138 ) o 

±7&<D £ 5 t-in vitro* it &in vivo ©14^fct^^^l4t 
3J#1=r, Kfll (H«) $.fcteig>m (L«D «r = ~Ki-5DNA % 

sy* team'** * — teia^a Ay-eit^S: r^f^kie*: $ *t *> i v^ 
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#-5§-W094-11523#fig) 0 

<D&mft^- 1 B&z&ttfcwmm t ixtfflts r t hx% 5„ # 

SI, ^i«77^=f^-^P^h^77xf-ti»)ff5 b&X 

o ^ n i/A# 7 A fcffi V^3fi#: i: IT, fl^lf, Hyper D, POR 

OS, Sepharose F.F. m &mif h tl Z> „ 
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^fc^^Ufc^, 280nm©!R3te*Sra!l"3£ 1 mg/ml 1. 350D i: U 
TllHtS. ELISAiC J: 5i^tt^TO± 5 fcttfetS £ £ 

^T'tS, O.lMl^flft (pH9. 6) fl /i g/mlfc 

^r|R Ufcir^rfci fc MgG (BIO SOURCE M) 100 n 1 ^96^^^— h 
(NuncM) tetoft, 4 °CT? — Bfe-r ~ — a >- 

^C^Sr^tpf- ^^°^> fc§ VMi^fn i: LT t hlgG (CAPPEL ») 10 

Om l &mtia ^amx mri-f y^ a ^-i/3 yfs. }5fc#m 

, 5000^#«? UfcTA-;*/ P7t^77^-^^t MgG (BIO S 
OURCE ») 100 1 &#n?U Ifilct l^F^-l'V^^^ - hi" 5 „ 
gfc#^, SR»SS:JD^>f y^fa^-^a ^©S, MICROPLATE REA 
DER Model 3550 (Bio-Rad U) & M V^ X 405n m -e <D W. % & & ffi'J U 

F CMiSIf 

#MJK *BJf& £ WKT'tl $ ^5 $Cfc t (DELfo&K^ FCM(7 a — 

Ttt, #MJB*^RPMI8226 (ATCC CCL 155) , |^U266(ATCC TIB 19 
6), IHKPMM2 , IHKPC-32, J&Mm * 3SARH-77 (ATCC CRL 1621) 

Ji|5lfflj^^PBS(-)TSfe^U^c#. FACS^W^ ( 2 % £ ^J£j£jk?g 
, 0.05%T i?4t-r h ]) V A^^PBS(-)) T-25 M g /mlCtH Vtclm. 
WhZ> WS^ -y h A-^ttlOO/t 1 £r#P?L, 7k*Mfc30#^f V * a 
FACS««$fc-Ci!fe$£Ufc«, 25*i g /ml©FITC««^r^ 
(GAM, Becton Dickinson M) 100 ju 1 *1&7L, TktS 
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fcSOftffl-i y^a^- h-TSc FACS««?S^as^U^«, 600 m 1 
fe 5 I Mi 1 ml(OFACS^®^t(lS^ FACScan (Becton Dickinson 

*5fcifU, $ biz. — fr&iti:b UTFITC^iitrL^ r> ^ IgG 9 Uk 

m ^ © fitc^ ^ m & % m m -r ti m & v> „■ 

£ it , fflr IB © Iffl Sfc fc: «fc 6 ife«fe-ett* < , IB^St^^^O^^^ 
Jfcl: hHM1.24^#&;BVM^Ii:ig?<£te: J; 5 »n J; t> FCM ##fi~£ - 
HMl. 24:7 s ^ — @S?iJ2rlH^fc W *K — ^— iitfc^-T y ± 

4 ^ x <o hmi. 24m,m<D&mm%im& * * v -^y^ts: HK-t 

# S„ HMI. 247° » SE^IJ^ ^^-^-Jtfe^FOi^^-^tp^ 

1-20 mm .0iR IB 16*^^7 * 7 — if T 

S't^tSCK', HM1.24^LlgW^m«rii3S-rsm^JSr^^ V 

A D C C 

^PJKl'Dgffl .^fflflS^W^tt IT, ADCC 
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^^t?^^^^^"!! UBJiS (Effector cell : E) 

^^Jlfflfl& (Target cell : T) tlTtt, RPMI8226 (ATCC 
CCL 155), U266 (ATCC TIB 196), KPMM2, KPC-32, ARH-77 (ATCC 
CRL 1621), HEL, B # ft * <0 fa ft if £ 5 1 Cr IZ. «fc 9 U m U T . 
iWJi&tU-CWIStS. 3tV^, Lfc^iSBflBKiADCCf&giSriBdJt 

zmfe-TZo ^©bk wc±mmnmmm\^m^. i%onp-4o &m 

n b fi^x% $ 0 MfemmW;®. (%) tes (a-c)/(b-c) xioo t? 
H-ft5it^-e#5 0 &*5, Ate^ft^^Tf-SSV^iSlIt $ fife 
l&Mfete. (cpm ) . BteNP-40 X 9 jg$£ £ fhtnlfrMfete (cpm ) 

. c te&w*^ iff mmm<n&-x*MM£ titci&Mm& (c P m ) x%> 

So 

ADcc?&'tsi:<£> £ ^ ^mmmmfete^^n-r^^^, t m-s^t^ 

#L#^3t^S*£ (C^i£) HT C 7 . C 7 1, Cy3 z$im~fz 

, iifSr J: 0 ftADCC?£f£. &3V^teCDC 

#J;LK£, 75 / ^Sm^ £ 5IgG (DlgM 111^ IW-fl: (Smith, R 
. I.F. & Morrison, S. L. BIO/TECHNOLOGY (1994) 12, 683-688 ) % 
7 ; / gg-frjp (31 <fc 2> IgG<£> IgM^I 3j< y ' — 'fb (Smith, R. I.F. et al. 
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, J. Immunology (1995) 154, 2226-2236) „ L & £ — K1~ 5 
^ £ #1 £ jft © 38 ^ (Shuford, W. et al. , Science (1991) 252 
, 724-727 ) „ T 5 /ftflUftfci 5 IgG <£> — S^fc (Caron, P. C. 
et al. , J. Exp. Med. (1992) 176, 1191-1195, Shopes, B. , J. Immu 
nology (1992) 148, 2918-2922) , ft^<fil:i5I gGOZf# 
<ffc (Wolff, E. A. et al. , Cancer Res. (1993) 53, 2560-2565) „ 

A (Norderhaug, L. et al. , Eur. J. Immuno 1. (1991) 
21, 2379-2384) tftgifhtlZo 

* fc « % s§ # © van x* i&m mmm ± hmi. 2mm & is m u t v^ & v^ 

*B US fc: *J LTHM1. 24SiJ|©^^?rl^t5 t „ ftHM1.24ft<ffc& 
StfcS4t5 i i: i: i 5 , it JfiL&lB$ £ ^JSEf 5 it 5 „ 

msk&mm t ixit #ttB* u< 

Bjiy^neM, ^.tt/fiittei.^, ife.^ 

% «tt*«H4^JfiL?S'T?*> ; 5o ££>M, FAB^mT*Ll-L3, M0~M7(D 

^ ® -h fc: HMl. 24ft Mtr^^UTV^ftV^JHsHcMLT HMl. 24ft JR (E> 
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n^y, IRF-2S 6 Jt <5 VMi IRF-2S 6 SC n — K"t~ <5 DNA Srilrfr 

-10000 I.U./ml (SHB¥tt) . £*#*U<tt5~1000 I.U./ml 
s $ h lz.m-ti V < 5 —500 

I.U./ml, L < (3: 5 — 50 I. U. /alfc * S 5 . 

ttlOZF~100037I.U., * fete*F* U< tt50^-500^.I.U.,' 
* l<ii > 100^-500^1. U. £r 1 HJ&fc p r b T?&5 0 ^ 

^^7xpy^HM1.24^ii > -ifcS4Lt^^L, SUA 

«^fc i oTHM1.24tt*©*5l*3&Si«ai**i,TV%5R 9 «l IS tt ft 

* ~ 7 = * > a tLtctt^ ^ * - ? ^ * 

> fclfctf, 414**4 feu 5 %f b 7 y^ato^fl:^ 
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— 7^P^^a> --t'^^'-^^ovv. IRF-2<DDNA 13^1 te^&l 

(#1 x. JipAdexLew) ^^h^V^^*^??— ( 09 X. \t pZIPne 
o ) *if(lSAlt> 4#rttt4t5o ex vivo T? 

fcott iV^ t, in vivo ffeottiV^. £ , naked DNA 

i. y^-7xpy a }g 5 #MM^fflJS5 ^ $3 5 hmi. 24 

t h #M®lfflJ3S^U266 (ATCC TIB 196) *5 £ # -fr IS Jffi B # 
O-frli* 3^^#liffilfflJ3a%10% ? i^J£ ifcjfcfit (Whittaker Bioprodu 
cts, Inc, Walkersville, MD, USA ) & RPMI1640i£ i& (Sigma, 
St Louis, MO, USA) £JSV^ 5 % * Ig^l^ * , 37 0 CT'^^ 

Vtc 0 ^7 *tfLmi.2mft&*kW.1rZ>^J 7° }) K-^te, ^3iffj& 

34 



WO 02/064159 



PCT/JP02/00989 



< Tf?m its i mm 1 6 ) {c^k^-^ferm BP-5233 

16 0 1995^4^270) i L-T^fE^tbTV^^,, 

#MM*fflJ3S (1X10 5 /ml) £rlOOOU/mltf>^^SJ-f > # — 7 = 

HM1.24&JK (^rttSra- K i~ 3 £ g BB ?0 £ ffi # -S- : 1 fc^*f) (D 
vx M M-X'flSllfc, *BJS«r0.i%*«>jliL»T 

/V^V (Sigma, St Louis, MO, USA) 1 0.02%7 S?ftt h JJ £ A 
£«PUfcJ) (Gibco BRL, Grand Island, NY, USA) Tf 

gfc^m, t h^g^^y ^ (3mg/il, * K!)+#:, *BK) tttiQ 
£fcPBS (100 m 1) \Z.&m£lt, 4 °CX*15&m, KJfcZitfeo 

Z(D&, 2 n 1 ©FITC- fc h IgGl (lmg/ml) X teFITC- £tHM 
1.24jft# (lmg/ml) £2Ju;i % 4tT?60#IHK ^-feUfc 
jaifflflg Sr^ V^fc^-^, * «t JffijlWil&Ol^fe^W: 20/* 1 ©PE-anti-CD38 
(Becton Dickinson, San Jose, CA, USA ) & #P £ , ~ fi^-feSrfr 

2fe6fc, #BJ§& SrPBC-C 2 m?5fel#- 1 %^7*;v^7;i/r t 
K (f&ftHJi, ^:IR) &£"trPBS«t»"T?##bfc 0 ^<^^, yxi— 
4 V*—*— (EPICS XL, Coulter, Hialeah, FL, USA ) SrfllV^ 

h m i . 2 4 & use © m m * ffi m U c 

#!£JMJ&$;U266 (Ell) *3 J: uejft##«MH J® ( 0 
2 ) tt O^tg-eHMl. 24%zm&&^L ITfe 0 , -f V * — 7 ^ n 

V- a <D$miZ. £ 5 , HM1. 24^M<^>^^*« $ 5> iCif^D Lfc. 

^^^-7^n^-a tt#ttJt*|BII&©HM1.24£tJl5C0> JSSSr £ 
Eft**, #tt«3NeJte^lWr^i-«tfi:HM1.24K#O»C*iiJP$*fc 0 
tfcHM1.24;K#K: J; 5f&«0^:H3arS6*tt % ft * i" 5 $fc * ft |c it 011 f 
5:iA»fe, fcl:^T\ -fy^^7ipy- a ^t4l 

fcfcfc:$i;HM1.24tfc#?&*«:fr 5 rift, ftttfc J: 5m*3&*£#3& 
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£i;JiCtf>389IS§z£ri s HM1.24:7 p p ^-^-fg^m J; tJfHfliSHTV^ 
%r & fr o fc o 

Hill. 24:/* ^e— * -^ifcOfc-fe^ (ia^J#-^ : 3) tePCR^a — 
sy^CiDftfc. t h ^ffijfiL¥ftHai& <fc 9 DNAzol reagent (GIBC 
0 ) y/ADNA $rP^Ufc 0 # *ifc y J ADNA &£SSJ£ 

UTs 7* 7 4 ~=? — HM2k (aaaggtaccagctgtctttctgtctgtcc ) (§3^0 
: 4) , S.l^BST2B (atagtcatacgaagtagatgccatccag ) (@B^"J 
## : 5) TaKaRa Taq (S^at^ ±W) & /B V^hermal Cy 

cler 480 (Perkin Elmer, CA, USA ) (CTPCR (94°C 1 min , 55 
°C 1 min „ 72°C 1 min „ 30cycles) £fTofc 0 

# feixfc&J 2kb©tf Jt«rifPJI8#3&Kpni;RtfBgIII(£ig3£) T & 
11, VTtf— ^ — i^— ^7*7^ 5: KpGL3-basic (Promega, WI, USA 
) OKpnl-Bglll-^^ M^DNA ligation kit ver. II (Sigat) £ ffl 
Vn-C ^ n V ^ =iVb°^VhE. coli JM109 (^^^^v?- 

y V&^tfLBtg±i&fcT37 0 C*g* QIAGEN plasmid maxi kit ( 
QIAGEN, Hilden, Germany ) {C T 7° 7 ^ 5 KlrllLfc. 

#fettfc7°^^ 5 KHM-2k/GL3 £ ffl RS B*SllKpni;R T>*XhoI T 
U> kilo-sequence ^deletion kit (SE^ia) deletion clone 

m^fflt£M.±ffi-493bv$.X*&^&y p 7 X $ KHM-493/GL 
3&%tc 0 *fcHM-2k/GL3 £r ftj RB ^^KpnlS. Af II I fctfelt, 
±IB^^^T deletion clone^^gt> IE ^ II _t % - 151bpX 
J2-77bp3;T'£^t?, ^rtb-^^HM-151/GL3^t>*HM-77/GL3 £#fc 0 
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$B#3^£> ~? 7 * ^ K^AtePolyethylenimine-Transferrinfectio 
n Kit (Tf PEI-Kit) (Bender MedSystems, Vienna, Austria) N 

yl' 7 x 7 £ T y -fc (^Dual-Luc if erase Reporter Assay Syste 

m (Promega ) ^ffll^/c, ft flg^ £r 50 jtz M Def f err ioxamine, 10% 

FBS tfRPMI-1640 fc T — life U . ^At§7°7^ ^ K 
Tf-PEI £ ©I^^fcf 5 fc&, Jfe»^20|i g/ml(Dl/#-^--7- 

K, 0.4/i g /mltf)pRL-SV40, 1 » g /ml Tf-PEI t*^ 
©jft-g-iK&flsSL^ IST'20^^Hy^ra^-Mfc o 5 xlO 5 fa 
m /ml (DUm* Tf-PEI • 7*7* 5 K»£-$fc<B 3f^jDx., 4BSW37 
"CKLT-T V3r h itfl&KTSfc?^, 2 XlO 5 jjW Jfi/ml© » 

ST? 1 wellfc «9 100/i 1 96r> -f A- ¥ 7° 1/ - h X*i%m Vtc 0 

I F N - a &mmm 0 , 10, 100, XfilOOOU/mli JfeS J: 5 ^ 
iDt, 37°C 2 0 ffl$£ Ufc 0 *fflJ3££PBS(-)fc:T}5fcif^ 20ju 1 ©Pa 
ssive Lysis Buffer^T^^b, 6 m 1 &C96 White Polysorp Flu 
oronunc plate (Nunc) tT/7 / f L-tc 0 Luminoskan (Labsystems 
) fcxmWWiSO » 1 , SiJ^B^WlOfMCT Firefly R tfRenila^ tl ^ 
tl<D&%i&m&mfeVlt 0 Firefly/RenilafCTMlE^, 
a V h n —)V (medium) «r 1 t L T *B *f £r # fc „ 

^Oig^:, JbiJfD 2 kbp &tf493bp£: % fclFN a '» S ft # #J »H 1/ *K 

m&m&±*&ftJ&<o&ZLnm$:9\ tier. tr ^ srfliisu^: (03 

) o 

e^M*&^±Stl51bpX f277bptf> * — 7°y * $ K 

SrJBV^Hg Jh$ifU51bp<D — * — 77^ 5: KT*t± IFN a 

Mffltlz. & V) jvi/y 7-*flH4 0Jb#*SB«> bftfc, — 2f_LSfc77bp 
Ol/Jlf-^-77^^ KT? t4 IFN a JM «fc fc £ 5 fl^ © & tt: » * b 
tb^^ofc (0 4) o 77~151bp£>|iJ& Kite GAS element, 1SRE tZ 
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mmm 3 . ^ ^ ^ - ? ^ p v v ^ £ 5 # •« m m j& m & # 5 hmi. 24 

p^y (R&D System^) £/BV^T#?#fLfc 0 ^(DrfeM. 'WMMM 

j&*u266 cms) *5 £Tf&mit®&mmm (m6) ic&v^, 

4 . IRF-2CDHM1. 247* p ^E- — ^ — ^^^(D^^ 
HMI. 247° p ^•-^-H^^^-a--t-5^^H^SrlU^i-6 fcfe{C, 
HMI. 247" p^- — $ — fgi^Sr^P— U Electrophoresis Mobil i 
ty Shift Assay (EMSA) £ ^ tf> J; 5 K ft , ^^B^f ilt IRF-2 
£ HO 5t L fc e 

(i) mtemm<DMi® 

#liffi^^U266-Bl (ATCC-TIB196) £10%FBS (HyClone) £: ^ £p 
RPMI-1640 i§^(GIBC0-BRL) {CT37°C, 5 %C0 2 -T^^^-<— — 
tt^itfco -<y^- 7ct:PVa (IFN- a XPepro Tech EC)(i i 
5 IfflJ^^OflJ^^fr 5 fc*t>s ^^^t- IFN- a £ jj^ig^lOOOU/ml 
t * 5 i 5 MM V „ «0 ^30# „ 2 B# RQ % .4I^WS.U ? 8NPM©jfiffl 

£ HI JR L o *WII&&}&PBS(-)»i:!R«L l,000rpmK: T 3s4> U T_L?f 
£3#T, lOmM Tris, lOmM NaCl, 6mM MgCl 2 itfcliLfc, 

*fc*fc 5#MIHl«fc?f£3ft't>L, -httSr&Tfco 10mM Tris, 1 
OmM NaCl, 6mM MgCl 2 , lmM DTT, 0. 4mM PMSF, ImM Na 3 V0 4 iZ fflf J® & 

xt^xi, 6ooo g 3 ^iwat'C? _tm^^-cfc 0 »mM«$i (20 

%^U-fep— 20mM HEPES, 420mM NaCl, 1. 5mM MgCl 2 , 0. 2mM E 
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DTA, 0. 2mM PMSF, ImM DTT, 0. ImM Na 3 V0 4 , 2 mg/ml T 7 v f- = > 
% 5mg/mln XL^^ i/) tK «f 20# W#« U 

. 12000 g io# mmfo ±m&®& vtc 0 

(2) ji2lgjiZMi 

/p-^HT, HM1.24:/i3 KISS GAS (IFN-y 

: GAS =i Vi?-^@B^J «ttncnnnaa(lB^J#^- : 8)). 
ISRE (IFN-a JfflJ 8S: Jfc # B ^ : ISRE=i ^ir V if ^ @H^!l ttngaaanngaaac 
t(iB^!l## : 9 )) t ^E- 13 ^> ^ § gg^ij ( ttcccagaa(ifi # # : 
10) & £ T^ggaaactgaaact(|B^J## : 11) £: "a" tf I SRE2 SrfEMUfc 
0 •f7fct3'fex ^" y DNA ISRE-F2 (aatttctgggaaactgaaactgaaaacct 
(IE?U#-^ : 12) )& ISRE-R2 (aattaggttttcagtttcagtttcccaga ( 
: 13)) T ~ — /V- $ * 2 *^DNA 7°u-^ISRE2 

~§Z tc ^ 3~ V DNA adp-1 ( catggcatctacttcgtatgactattgcagagtgc 
cdE^JIf"^ : 14) )2%. adp-2 ( catgggcactctgcaatagtcatacgaagtaga 
tgc(@B^U#-§- : 15))£r*g<£- T = — $ -fr unrelated /o-'/ad 
P £ Ufc 0 ~? » — ^©SBRfiBand Shift Kit (Amersham Pharmacia 
Biotech) Sr/BV^ ^Oii/P M-;K^CtfTcfc e f * :b 
±IBfcT#^ bfc 2 :£#|DNA50ng & [a- 32 P]dATP (20juCi)( 
Amersham Pharmacia Biotech) tpl£/&$£ 4" "eKlenow^f Jt <£> & !) 

7-i?B£/&£37°C, ll^Mffofc. S/&^T bfc^S££ 2ffiFHl* 
f^Nick Spin Column (Amersham Pharmacia Biotech) &t , 16 

oorpm , 4ftmT&>b^Tmw.\^fcmmzmffi,y p v t vit 0 

(3) IFN-q \ZL £ »9 £ g fr, B ^ O i& 

Band Shift Kit (amersham pharmacia biotech, NJ, USA)<??^2p 
ha-^lcflEoTfilTOjft^Srffofe. fltrlB (l) }^*3Vnt^ 
^teicil L/tttttJ^/ jgstf O10x |£^i^Wf& (100m 
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M Tris-HCl (pH7.5), 500mM NaCl, 5mMDTT) 2^1, 50% ? V i? a 
— Sis 4 tx 1 , 1 %NP-40 1 n 1 , RXfl » 1 Opoly(dl-dC) • poly 
(dl-dC) ^*P^> tWTlB (2) X'WMVtc 32 ? *«ISRE-27'p-^2 

o 

K/^?^18m 1 iClOxifet (Kit fcgstt) 2 (i 1 «rJ&D;U 1 XTr 
is-^!) v'ylft (25mM Tris, 190mM^ P v^V, 1 mM EDTA, pH8 
.1) if, 7.5 %T ? }) SUT * K^-h-C-m^&Sj «*C&»& % 
yA-3r»*ftfz:ra: t) o tt T 9 6 ft £iSi*S Ki^fr £ * , ^ K7^f t 

Jfc **ffi&&«toUfcV>KJ£«c[(NEC--)k W^*— 7* 

UfcS^^ COh] . 8 «pW©***©tttii<|&tJia{«^ n V) 
(^*^aiSRE2 7 s c -:f50ng£MD VtcfcfcWi [8h (+cold)] , S. 

8 NP^<^^#^Ottm^(Cunrelated 7°*— :/adp & 50nggs;!jp L 
fcKJ&*£ [8 h (+cold unrelated)] Jb IS £r R m & a U 

3fe^*0 7 }Jl^-r o r. (Dm 7 h W h «9 , HM1. 24:7 s n ^e— 

n >"flJ^T"e^# U/CU266-B1 jSffl fig »f (31 B# #J \Z. if Jg L fc „ 

mff3 (1) i-13<£Ufc <£ 5 IT, # it Jtt?PfflJ&U266-Bl (ATCC-TI 
B196) £l000U/mltf>W V^ — ^^p^-ck ©#4ff 8 B#P^Jg3l 
iffi#I?:iSlfc 0 Band Shift Kit (Amercham Pharmacia Bio 
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tech) (Drnm^u y a -;Hdot^©M & fro tc 0 -f&:b*>, 
5 ix g ^ttffl^fcjjL-ft 2 At g &8&Jn ^i&fcTlS^P^-f 

WW. 2 1 . 50% ^ U -fe n — ^ 4 n 1 , 1 % NP-40 1 » IStll 
M 1 (DPoly (dl-dC) • Poly (dl-dC) Hi, lift IB *fc ffl »t / ft # R Jfc i£ 
2 M 1 XtflWIB (2) T'^Mbfc^fi7°n-^2 * 1 7k 

s. <Dfcj&m , mm o) (iiBttfci ? ttTit^cii^ 

_b|B<^^:#: t Lt , (V^ft , Santa Cruz Biotechno 

logy J: V ) Lfc 0 

£t - fc h STAT1 P 84/p91 (E-23) : mm) V V atf V ? * — -f- ;v 
$iW (SC-346X) 

$C- t h STAT2 (C-20) : £ tf- ^ # y ^ n - -t >v%cfc (SC-476X) 
gft _ ^ i> ^ STAT3 (K-15) : »7 y ^ * (SC-483X) 

^l- t MSGF-3 y P48 (C-20) : 17 if- jK V ? n — /l/Jrttf: (SC-4 
96X) 

tfc-fc MRF-1 (C-20) V * * — l-A'&ft (SC-497X) 

(C-19) : y * n --T/VticW (SC-498X) 
^-•^^ICSAT (M-17) y 9 xx —TA'Ifcft. (SC-6059X) 

£fc, ^fli tt, -r — 7 * i= ^tf>jpJ$:& Lfcig^ UfeJNHflS 

©tttB^f V^£jfc$fc [Oh] ; lOOOU/nlO-f y^-7xn i/- 

V>]xJ£»j [8h] ; ^I&ISRE2 7° n - ^ Oft <P * ^ |& I SRE2 /n- 
^50ngSr^JP UfeSJtSSK [8h(+cold)] «»ISRE2 T'n — :/© 

ft 9 (C^^f^OdpT 6 n — ^50ng£8sJP LfcSJfcifc [8h(+unrelated 
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coid) zmmv, ±ts,(Dmmizmmvtc 0 

f&R&m 8 fo^-to m 8 fa b w b fattm v . ofis* — ?^*^- 
a (DMMiTX'mm vtcMfeo fa Sottas m*<omm isre2 — ? 

-d^-g- VX*:tl%mmt-fZ> H^«. ^^H^IRF-2 T'fe5:t 

mmm 5 . irf-2(c x shmi. 247° p^-^-feftftonig 

IRF-2 J: 5HM1.24 7 0 n ^ - * - — <D B # & U266^ m 

6 m^ft u 7$ ? >- i? - ^ t y ± & V mfe v , mm k irf-2 # 

HM1. 247" * ^e — ? — <Dlfc^m i &ik1fem Irl^o r t &m bfafc Ufc„ 
«T©I^fft, #ti«»UiS8;U266-Bl(ATCC TIB196) & Mv^ 0 &ffl 
J3&tt, 10%FBS(GIBC0 BRL)£r^tpRPMI-1640 i%f& (GIBCO) ( $k Tmedi 
urn) l:i !), 5 %C0 2 incubator dTit^UfCo 

( 1 ) . HM1. 247° * ^e- ^ — fi^r^tf / 7 7> 5: K©fi 
HM1. 247 s n ^ — ^ -H^^ste^«PCR cloning lUDIfe, t 
h 5fc^jfiL#fejNfll& £ 9 DNAzol reagent(GIBCO) £r JS W *f y J* DNA 
Srli^Ufc 0 # £> -S^* 7 A DNA Irilt Lt, 7° 9 W ^ — HM2k ( 
aaaggtaccagctgtctttctgtctgtcc) (IB^0#-§- : 16) „ BST2B (atag 
tcatacgaagtagatgccatccag) (@3 ^0 : 17) ^rffi V\ TaKaRa Taq ( 
SMat, 7C#) &r/B ^Thermal Cycler 480 (Perkin Elmer, CA, US 
A)^TPCR (94°C 1#M, 55°C 1 # ffl, 72°C 1#WL 301r «f 

7 ^ ) £ fr o 0 

# fctbfcJKl 2 kb©»fJtSr«yiS»3RKpnI, Bglll (Sfiit) fcTto 
It, — * — is— i/7°7 7.S; KpGL3-basic (Promega, WI , USA 

) OKpnl, Bglll MUDNA ligation kit ver. II (^S5t) £ 

^V>T7*— — ^7*1^ =2 V k°f V h E. coli JM109 — 
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y V £"g-tPLB:fcgifi{c:T37 0 C:f#* L>, QIAGEN plasmid maxi kit (QLA 
GEN, Hilden, Germany) \Z. X ~f *7 * ^ K £ f§ M U fc . 

H?)ftfc/7^5 KHM-2k/GL3 £ P£ It Iff Kpnl , XhoIfcTflfcJgb 
% kilo-sequence ^deletion kit (S?gji) {-T^^^ n — V£:f£ 
11, m^fflte&±m-491bv1iX*$:^tey =7* $ KHM-491/GL3£# 
fc. £fcHM-2k/GL3 £ f|Hj PS i# Hi Kpn I, Af 1 1 1 T #L S U , _LfB2r£fc 
fcT^^n-v&^MU, i£^£6,£±^-151bp£T*&^tpHlJ-l 
51/GL3. &#fc 0 

$ h {CHM-2k/GL3 Lt/y^^-lOS ( tttcggtacctaat 

taatcctctgcctg)(|H^J#-^- : 18) & &X$GL7' 4 — 2 (ctttatgt 
ttttggcgtcttcca) (iB^J#-§- : 19) SrffiV^ TaKaRa Taq 
*)*) 3:^ V^hermal Cycler 480 (Perkin Elmer, CA, USA)fcTPC 
R (94°C lfrm. 55°C lftm. 72°C 1 301f- 4 ? ;U) & 

fr^tc # btitcmK zmmmrnKpni, B g in c^?@it) ^-c^s 

^ — — KpGL3-basic (Promega, ffl , USA) 

OKpnl, Bglll -tf-^ M£ ligation high CUC^Ifc) &m^X?v — 
~Z/tf\s, 3 y k"f V hE.coli JM109 ( — s> 2K — ) trtransf 
orm Lfc 0 

mnfeWt: Vfc±MW & 1 0 0 ^ g/ml©7y t° y VSr^frLBitife 
(C-C37°C^^ QIAGEN plasmid maxi kit (QIAGEN, Hilden, Ger 
many) iZ X 7 =7 * 5 K & m M b tc 0 Z 5 b X U ^ M i& & ± fcfc 125bp 
* T? «r-£t?HlI-125/GL3 * fcHM-2k/GL3 

■^r — HMP700 (aaaggtaccagagtttacctggtatcctgg)(I3?!l#-§- : 20) *5 
«£ t^GLT 0 7 W — 2 ^rffiV^ |^^I<^#)IR(C-CPCR £fifl^ P GL3-bas 
icOKpnl, Bglll D-4 b teWrft&m - i £ 9 , <B^H*&^ 
_hi5ftl&700bp * £^t?HM-700/GL3£#fc o 

$ fcHM-2k/GL3 £ £S S! t L T 7° 7 ^ ^ — HMP700*3 «t tfllA ' (ca 
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gaggattaattaggtaccgaaagagaggtgggctttt) (iB^'J#-§' : 21) 5:^1^ 
„ KOD V i? (3K#J6fr) &rfflV^ Thermal Cycler 480(Perkin 

Elmer, CA, USA) (CTPCR (98°C 15#, 65°C 2 # , 74°C 30# 
„ 251^^/1/) £fTof£i 0 # k*Lfc Iff Jt5r Zero Blunt 
TOPO PCR cloning kit for sequencing ver.B (Invitrogen) ^ 
V^T, pCR4 Blunt-TOPO vector A b » K 
ilJPS^mKpnlt^T^a *5 £ ^ 550bp ©BrJt&lBlJKU, HM-125/G 
L3<DKpnIif-r h ligation high ^IV^Tf ALfc 0 :Htg? 

§BM,&±Sf£-125 145#jS£r^ffc LfcdISRE/GL3 3: # 0 

(2) IRF-2 ^^7"7^^ K©«tS6 
IRF-2 *l/7^$ KttBJITOiMJIffKtfc. interferon- a 
(lOOOU/ml) KlTJWft* 8 B^R^i® U fcU2663NHJ!S «t «9 , TRIzolf^ 
(GIBCO-BRL) IrffiV^T ^:RNA Srtt{ULft 0 First-strand cDNA Synt 
hesis kit (Pharmacia) £r/BV^ #e>*bfcRNA 5:11, NotI-d(T) a 

NA£r#|lL IRF2-F2 (ttgtattggtagcgtgaaaaaagc)(fE?y#-S§- : 22) 
, IRF2-R2 (cagctagttcacattatctcgtcc)(i2^l)#-i- : 23) & ~7 7 <Y 

LTLA-Taq (SiBit) SrfflV^PCR (94°C 45£K 60°C 45 
72°C 60#, 40f--f^^) Sr^fofCo 
# h frfcPCR 2* Jt£ ?K £r $1 3L IRF2-F1 (agagggtaccatgccggtggaa 
aggatgcg) (IE?!J## : 24) „ IRF2-R1 (agtcggtaccttaactgctcttga 
cgcggg)(iS^iJ#-^ :25) ^r/^-Yv-i LTKOD }) * 9 *~ if CUC 

£JB V^lf&PCR (94°C 45f£> 60°C 45#, 72°C 60^, 
30-^^^/t-) trfrofc, ^ ^tLfc^f^^r^JPl^^KpnlfcT^S 
3§5E^7*5; KpTracer-CMV ( Invitrogen) <D Kpnl f- ^ MCligation 
high l:fflV^T#At, IRF-2 3§ 51 :7 s 7 5 KpIRF-2/Tr 

acer 3r#fc 0 
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(3) 3t^^i&14tf>Sl5£ 
lfflJ&^<£> ^7^^ K^A fiPolyethylenimine-Transferrinfectio 
n Kit (Tf PEI-Kit) (Bender MedSystems, Vienna, Austria)^:. jV 

i/ya^y £ T y -fe 4 {"iDual-Lucif erase Reporter Assay System 

(Promega) £/BV^/c 0 M JJS tfc &r 50 fi M Def f err ioxamine , 10 % FBS 
?r^tfRPMI-1640 let- Sfe^ttfco ^At57°7^^ KS: Tf-PEI 
t ©S^fctSfci!), J&^g20 m g/mltf) l/^-^^-y7"7^ 
^ K, 20 n g/ml<DpIRF-2/Tracer £ fc tepTracer-CMV , 0.4/ug/mlO 
pRL-SV40, 1 jug/ml Tf-PEI reagent ©?R-&?KSr^jR ^t§.T?20 

5 X10 5 &ffl / ml <DM fiat: Tf-PEI plasmidSS-g-^t <D 3 fe^M 7L > 
4 ^fS37°C^T-f V^r — h fc: T , 2 x10 s 

/ml©tST* 1 ? ^ £> fc 9 100 1 £96? ^/wipjg ^ 1/ — h T? J£ 
#Ufc„ IFN-a^r^m^O, lOOOU/ml & § ± 5 is#P 37°C 2 0 
lffl«paiLfco #fflJJ§ £rPBS(-)KlTgfci#-#, 20 *z 1 (^Passive Lysis Bu 
ffer}£ -C$£fl? 6^1 £:C96 White Polysorp Fluoronunc plate 
(Nunc){<lT ~f 7 -f L- fc 0 Luminoskan (Labsystems) ICT3£®I&30m 
1> ©J ^HfRgiO^MCT Firefly, Renila *L *L © 38 ft 3ft £ «: SI J£ 
Ufc 0 $J^fi£f3:Firefly/RenilaK:T F7V^7i^^a ^3$^©^ 

(4) Jtt* 

HM1.247 6 n ^ — * — U/ff — ^ — ^7 * 5: K t IRF-2 ^^^7^5: 
K^U266JNetelc#A *-fim&«!l5gUfc ( HI 9 ) „ 

IRF-2 j^^l^^ h T*&3 ISRE^r^-:7@2?!J£r^tf-700:io£ 
tf-151*C, IRF-2 J; «9 ^?S14* s Ji#Ufc 0 — 

^■ISREIB^J tr^ifc UfcdISRE/GL3 T? » IRF-2 *^^ti5;l/^7x 
7—^^14^^^^^* feftftfrofc. !sil±O^I:i 9 IRF-2 teHM 
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1. 24^ n ^ — I SREIS *gfc S£ L , * <£> 4E ^ £ if & i~ S £ 
£ 3* 53* £ tt ft. o 

(5) IRF-2 5HM1.24ttJK0>$83tiiaa<0|fe» 
IRF-2 <fc 5 HM1. 24lfe])R© 38^ IRF-2 ^ 

K (pIRF-2/Tracer)* «t a V b xx —jV? 7 * $ K (pTracer/CMV) 
SrU266jfW/iatJ:-bSB*«fet!:-C3lA 1-2 BUfttfet, IfflJ&Sr 
@<ZU, — *^flci UT^!>^tfcfc bHM1.24*tflcfc*Clfe'fei-5. ifcffl 
J&£r*fc^U> $ bfc — ^*TL#ir UTFITCmSstfL-r 9 * IgG ftfrfci' 

(DFITC^^§t^ ^aiJS-T 5 o IRF-2 ZS^??** K#A*ffll!&-ett, 
h K#A^J® f-ifctfc UTFITC^^ift VN#ffljl£/&s 

t h # ft 6 ifa. *M $H JiS HEL (Japanese Cancer Research Resour 
ces, Tokyo, Japan) J: t^at JfiL«ttSK*#0#flS^» P * * 

(Dffi-MJ&te, 1 \Z.mM.<Dj5$zX*t&m bfc 0 * fc, -TV* — 

7in a H Jfe #J 1 I:|rJ — OfcOSrJHV^ 9 — 7sP ya(I 

I^m(C*3 ^ ft o fc„ ft, FITC-#CHM1. 2mW t IT, FITC— fc >i 
teffiHM1.24#fc# (lmg/ml) Sr#iJ3Ufc ( ffl Eg#fr& H #-5§-W098/14 
580#$L &X*mm~*S&ni&<n'*-i? 3 i'teRVLafc «fcO?RVHs 

y y/^I© H35£{£ «PE-#LCD19£i;#\ T#BJ&'|4y >^ 0 ffi<D m ic ti 
PE-#CCD4 (±TPharmingen, San Diego, CA, 

USA) *20[i liDt, — mSfefefeff ofeo 
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T*te, IFN-a ^W^TTM^HMl. 24$tm©^3^}*^®^(c:^i6 kftft 

^fIJ#T^*5 t>HMl. 24ta:MC»lfflJ^^M±T^^m^^:i6 btltc 
o rtll^t, IFN-a T'fiJ^f Vtct3&, HEL *5 J: ft t£ # fg '14 6 J&L 

UK ftM-HMl. 24#Cjg<i:3£51. bTV^<^ £ £> <£> #ffl J3& T ^ „ 

IFN-a teHM1.24^Jg£3£m£^5 r t ^T'# fc„ £ % P 

^°ffiS#S*Offi^|fflJi&{C*3V>T ^ „ HM1. 24ttjm<D&m.i.&m± u 
fc 0 r tl h 5 mo®*|fflJ^^*D VNT. IFN-a JM»K: «£ o L 
HM1.24^Cig^»«{$^|lim^T^o fc 0 rtl^OlSmi*, I FN- a # s 
5tjfiL^ffi0^fflJ^^:^^^ LT, HM1. 24#C M <^3£ 91 if *H /B £ 

g|]Sfc#l] 7. — 7a:g^aK:J;5 #CHM1. 24ftift: <D ADCC?£4<|: 

if % 

h jfe^MJJS^HEL 3r«#7#BJ& t LTffl V^c 6 HEL ( 1 x 

10 6 cells) (CO. lmCiO 51 Cr-sodium chromate (New England Nuclea 
r, Boston, MA, USA) £r#P;i, 37 6 C Tr 1 B# M 1&W U fc 0 RP 
Mil 640 T? 3 IeI Sfe #• L % lxlO 4 B % R iS96 £ ;n 7* U — h (Corning 
) t^&Lfc 

I^Ol^Ot h^>fb^CHM1.24*a#: ( S fig #-S§-W098/145 
80#$L ^X^mm^Smm^,(0^- i? a ^teRVLaSo £ RVHs) 
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5£ iz X <0 * & fc o ft, ft^fitte, SWUHlia^ 1 %NP403SrJD*.5 C t 

400 & & mi® u t m & u o 

ADCC?&f£ (%) = / 

Zotg&s IFN-a J: 5 Jfajgfc£fT:b&v^4§£-fc:&. v^*L(Dt: h 
fcrt*, IFN-a t h SHfc^tHMl. 24#L-f£M J; fg 

k £ tilt 0 

£ ^^^fi, IFN-a 4St<0*fl*m £ 9 ffi^^HJia^B JhOHMl. 24^C US 

*>^CJIt*3&** s lS3fi $ *t3 r^^Ltfe^ IFN-a ^OHM1.24#C 
J^^^if £ #fcHMl. 24^#:$r#^i-5 :it\ J: 9 4>*0£lHM1. 
24^C#^^*-ePI^^^^:^M#T'# 5 r k <Sr^i-„ Sfc, iftHMl. 

. IFN-a ^O^m^^^lJ fc&HMl. 24£l#: k (OWMK £ V , 
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m <o ^ m 

1. ^fy^-7xPy a , /f y^-7xny ytfett IRF-2 ^ 6 

o 

4. ttr 15 v v*jg * t ^ y w^a* 

5 . fl1IIS#MM^#^tt#tii®-efe Sit 2 fc!e*c0 3£mig3£ 

6. f ^l^^t Lt, (1) 4 V * - y ^ n v a „ * — y ^ 
v > y IRF-2 Ifif , *3 J; Z>* (2) IE #i # -*§- : 2 i£ ^ £ *t 5 

7. ^y^-7ioy a , /f y^-7in y y ffcli IRF-2 m 6 
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I/? — y^n^a, ^ y^~7xP y y ifci^ IRF-2 W 6 ft & tf 

10. ttrflB& Jfii^f *sAtt#fH46jliL3S, «tt*fH4ejfiLHR, ^tt y 

13. t&ffi&#2SjftHjte##^tt£Wr 3 5 m&m6 fa h 8 

14. t&iaaBll&IK#fiH4*SADCCflH4-efc 5 if ^^13{c|B^OitJfiL^ 

15. ttfi3^i#:^^- / ? p — ^/i^#T'& -5 If 3fc=g 6 a> £>140V^ 

ft *3®15lJ:|B^OitjfiL^M0O^^^iJ*fc{igMim^^c 

17. flftfB#i;#rtS*fe#*FERII BP-5233T* 5 ^ y K - ^ m J; 
oTg£ $ ttS^HM1.24^#:-T?«> 5St*3gl5fc«B«i<C)3tjfiLSKJ»0 

18. «IIB*^9tt#4fcH:t MflsRflc*, *t6##FERM BP-52 
33T*hZ>^J y y K-^fC J: oTl4$il Zfomi. 241ft. ft: <D* * y 
tfifc&tcte fc h WUt&teX* 5 fS^^16fc|B^<DatjfiL^Hl^ <D%am 
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19. mshi.mmm& : $irz>m%r&mmirz>-?zft<D*y hx$>^x, 

20. atJfiL^JI*SrWi-SA#Sr?&l!ef Sfc*©^2/ h T* & o T , 

(1) 1E?IJ#-^ : 2C*^57; 7tiE^J%tt5^^/^f 

( 2 ) JhfEH££iJ£, i5^iJ## : 2(C*^57$; Bfe BB 2BI & W "f" 

5 * sennenttn: 5£i# t m -a- fc> * -c m # ^ & # -r 

£3f 5if ^* ; 
S: "a - 1? ^ y ho 

(3) ±mmm& XXtffiib&m.fr&fr&x B&\z&-$1rz> r £ & 

?r^tf ^ y ho 

22. HM1.24^Jj§C<P3§m*i3£2lJ&;* * y-^^^i-^^fex-feo-c 
N (1) HM1.24it^^^p ^-'^-ftlrWtS w^-^-it^^f- 

(2) t&|5lfflj3a^^^%K^^^$-fr 511 ; Mtffc 
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(3) u^-^-Ife^©^i^iliit5Xg, 

23. ft ^^22fc:|3ic^^?5fei- XoXmn £ tbSHMl. 24#lM <^B5E 

24. »^:^23K:|B««>36^i|l3Sl»J @a^J#-^ : 2K^^ti 

25. IRF-2 ^ JC<^3§^£if&1-5|g#J&* ^ y -~ 

(1) MJ&b&mVo'Kb tr^«$*5!S ; Mtfie: 

(2) lfTIBJNHlfeOIRF-2® &C5 5Sm*S:JBfl3fe-t-SXa % 

26. »Jfc3JC25R: IB«ft J: o T»tt $ tl% IRF-2* is ? % 

27. m-£m26fcnzm,e>$&m.m&M*^?t-. mmm-^ : 2 m**tt 

28. : 2(^$*157^ y^iS^J^ftSief (HM1. 

24^m) oik&L&mmmmte&ft ^^^.m^km^ft^m^.mmm<o 

M & <D y ? — 7 ^ * 1/ a , 4 1/*? — y ^ l^ y ^.f^ttlRF- 

2 m&w&mo 

3ft3C28fc:lBi|fe©teffl. 

30. friBejfDL?»*s«itt#«H4 6jfiL*5, tH4*tttt& jfiL#i, ^t£y 

ffi o 

31. tfriay t >NBJ3&tt#* v y w?jg£ 
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32. thftftmm&&&&itmm^hzn&i%29Ktem0&m. 

33. &fa&m&<Dmmmtitci*m.mm.j&®<DMm<Dtcib<D, (i 

) ^^7ia^ Bl -<^^-7*»^y*3tJ4 IRF-2 ISf , 

*sj:t^ (2) g3?y## : 2 ki^s^s r $ y mmm&^-t zm&K 

34. ^V^-7^n> a% ^y^-7xny 7 $fc|i irf-2 g & 

J&W <D m& <D tc <D 4 1/ * — Z7 P V a „ ^ ^ — 7 lP y ? j fc 
tt IRF-2 S6I©tffi 0 

36. MI3itJfiL^M0^ % Sift #5, 0 ^>*MSfctt#«Jt-e*>*tt 
^^33^ £>35tf> v*i";h,3&> l 51 IS © ft ffi „ 

37. MIBdjfiL«^Att#itttgjfiL« > jfiLft % ^fty 

38. mm v i"*m&*i?*r>>m, rmm^m^^^^v >^m^. 

39. «riB#«JB##»tt#«jt-T?a E)5 |||^]3|3 6te | Bi j (0ffi ^ c 

41. «TiB*Bi6«*»ttasADccflH4-ea>5i»^^4oi!:iBii©tt^ c 
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43. WlBfttttf*** thaftft^tfettkh^T^S 
If ^^42ie:|3m^^ffio 

44. BtlB^t#^^ft##FERM BP-5233T* h 5 ^ Zf V V - lZ £ 
o X M £ £ tb 3 #l H M 1 . 2 4 #l #: X' 5 It ^ 3® 4 5 IB ft <D & JB 0 

45. it&fB*^ 7^C#*fc^b Hft^#A\ ^f6#-^FERM BP-52 
33Tfe^>^^ 7 V K — £oTm£$;ft5^HM1.24#i:#<D^;* ^ 

hM^m#:XfeSlt^^43}e:|3^O^ffi 0 

mmttfc&&-tz%ifc tm&&&itx®im-tz>m&L!&m.m%imm m 

47. @H^iJ#^ : 2 fc^^^ST^ yt@B^J^tt5^y/^f t 
#m^{-^-a-t-S^L#: i:i^btttfflt 5igjftL^jffi0?&ieflm 

48. SB^IJ^-^ : 2 \Z^£tlZT * yWtmW&ft-fZm&n (HM1. 
jo V s ~C .» -4 1/ & ' — 7 x o y a , /fy^-7xayv^fcft IRF-2 3 

49. HulBitifiL^JIlgM^ fcjfc^ U y^lffcftfflT'feSS 
^^48{c|B«fe^>*-^ 0 

50. t&IH&lk#!;^ft#fIttS jfa.^ # Jk#f. 

52. MIH-frliM^^^ti^^jB-efe £|f ^^49fc|Bm^^iS 0 

53. msk^mm<Df^m^^\z^^x „ (i) -r^^ — ^^^va 

, ^y?-7xay 7 £fcteiRF-2 I6f, *s£i>* (2) ga?d## 
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55. mm&]km&&&itmvk&jkm, m&'wm®i& turn. 

^ o 

56. mmv ^^m^^^^^m. tm^#*v?^ ^ y w^js^ 

57. BtriB-i-iis^^^^^^ja-efe z>m&m53Kmm.<Djjm 0 

58. ItllEtiL^^^j^^^^^^^-i-^^^:^ 5»^^53{^|B^ 

59. m*&1®\mMmm&&hQCCfe®iX* h 5 ft^^58^|B^0^^ 0 

60. MfE#c#;^ y ^ * — -r^^n^xh z> m$zms3fr b59coiN-f 

ft ^:^60(c:|5^o^^o 

62. fufB^-fr^^fe^-i-FERM BP-5233"? 5 ^ :/ y K-via 

63. MIB^y 7^C#:*fc«b hSHfc^L^MS, ^f6#-^FERM BP-52 
33-Cfe^^^T K-^(C«t oTl4$tl5SLHM1.24$i^(D^> 9 

64. ^jfc3§ffi^<£?&^Jl;fri£l;::i^T, lt^:^23(c|B^^^mii 

65. iiJk^JM<D^^.;fr&(;i::*5v^ , if 3*^26 fc!B*ctf>3§ 31 if 5& 
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Fig.1 
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Fig.2 



-i'ys-z^jioy-a (-) 

231 




-fy$-z>xoy-a (+) 




WO 02/064159 



PCT/JP02/00989 



Fig. 3 
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Fig. 5 
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Fig.7 
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Fig.8 
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Fig.13 
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1 1 U x> 


PHITCAT ^FTYAKlf KARll^sHTtfT KAT^HA 
LHUVjAI oILl I/UVU i\JiDUonliVl IViilonii 


\1ZU/ 


inerapeutic agent ior Hematopoietic organ tuinorb 


< 1 o U > 


nioi 


< 1 D 0 > 


0 


< 2 1 0 > 


-t 
1 


< 2 1 1 > 


1073 


<2 1 2> 


DNA 


< 2 1 3 > 


Homosapiens 


< 2 2 3 > 


Nucleotide sequence coding for HM1. 24 protein antigen 


< 4 0 0 > 


1 



gaattcggca cgagggatct gg atg gca tct act teg tat gac tat tgc 49 

Met Ala Ser Thr Ser Tyr Asp Tyr Cys 

aga gtg ccc atg gaa gac ggg gat aag cgc tgt aag ctt ctg ctg ggg 97 
Arg Val Pro Met Glu Asp Gly Asp Lys Arg Cys Lys Leu Leu Leu Gly 
10 15 20 25 

ata gga att ctg gtg etc ctg ate ate gtg att ctg ggg gtg ccc ttg 145 
He Gly lie Leu Val Leu Leu He lie Val lie Leu Gly Val Pro Leu 

30 35 40 

att ate ttc acc ate aag gee aac age gag gee tgc egg gac ggc ctt 193 
lie lie Phe Thr lie Lys Ala Asn Ser Glu Ala Cys Arg Asp Gly Leu 

45 50 55 

egg gca gtg atg gag tgt cgc aat gtc acc cat etc ctg caa caa gag 241 
Arg Ala Val Met Glu Cys Arg Asn Val Thr His Leu Leu Gin Gin Glu 

60 65 70 

ctg acc gag gee cag aag ggc ttt cag gat gtg gag gee cag gee gee 289 
Leu Thr Glu Ala Gin Lys Gly Phe Gin Asp Val Glu Ala Gin Ala Ala 
75 80 85 
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acc tgc aac cac act gtg atg gcc eta atg get tec ctg gat gca gag 337 
Thr Cys Asn His Thr Val Met Ala Leu Met Ala Ser Leu Asp Ala Glu 
90 95 100 105 

aag gcc caa gga caa aag aaa gtg gag gag ctt gag gga gag ate act 385 
Lys Ala Gin Gly Gin Lys Lys Val Glu Glu Leu Glu Gly Glu He Thr 

110 115 120 

aca tta aac cat aag ctt cag gac gcg tct gca gag gtg gag cga ctg 433 
Thr Leu Asn His Lys Leu Gin Asp Ala Ser Ala Glu Val Glu Arg Leu 

125 130 135 

aga aga gaa aac cag gtc tta age gtg aga ate gcg gac aag aag tac 481 
Arg Arg Glu Asn Gin Val Leu Ser Val Arg lie Ala Asp Lys Lys Tyr 

140 145 150 

tac ccc age tec cag gac tec age tec get gcg gcg ccc cag ctg ctg 529 
Tyr Pro Ser Ser Gin Asp Ser Ser Ser Ala Ala Ala Pro Gin Leu Leu 

155 160 165 

att gtg ctg ctg ggc etc age get ctg ctg cag tga gatcccagga 575 
lie Val Leu Leu Gly Leu Ser Ala Leu Leu Gin 
170 175 180 

agctggcaca tcttggaagg tccgtcctgc teggctttte gcttgaacat tcccttgatc 635 
tcatcagttc tgagcgggtc atggggcaac acggttagcg gggagagcac ggggtagccg *695 
gagaagggee tctggagcag gtctggaggg gecatgggge agtcctgggt ctggggacac 755 
agtcgggttg acccagggct gtctccctcc agagcctccc teeggacaat gagtcccccc 815 
tcttgtctcc caccctgaga ttgggcatgg ggtgcggtgt ggggggcatg tgctgcctgt 875 
tgttatgggt tttttttgcg gggggggttg cttttttctg gggtctttga gctccaaaaa 935 
aataaacact tcctttgagg gagagcacac cttaaaaaaa aaaaaaaaaa aaaaaaaaaa 995 
aaaattcggg cggccgcc 1013 
<2 1 0> 2 

< 2 1 1 > 180 

< 2 1 2 > PRT 
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< 2 1 3 > Homosapiens 

< 2 2 3 > Amino acid sequence of HM1.24 protein antigen 
<4 0 0> 2 

Met Ala Ser Thr Ser Tyr Asp Tyr Cys Arg Val Pro Met Glu Asp Gly 

15 10 15 

Asp Lys Arg Cys Lys Leu Leu Leu Gly He Gly lie Leu Val Leu Leu 

20 25 30 

lie lie Val lie Leu Gly Val Pro Leu He He Phe Thr He Lys Ala 

35 40 45 

Asn Ser Glu Ala Cys Arg Asp Gly Leu Arg Ala Val Met Glu Cys Arg 

50 55 60 

Asn Val Thr His Leu Leu Gin Gin Glu Leu Thr Glu Ala Gin Lys Gly 
65 70 75 80 

Phe Gin Asp Val Glu Ala Gin Ala Ala Thr Cys Asn His Thr Val Met 

85 90 95 

Ala Leu Met Ala Ser Leu Asp Ala Glu Lys Ala Gin Gly Gin Lys Lys 

100 105 110 

Val Glu Glu Leu Glu Gly Glu lie Thr Thr Leu Asn His Lys Leu Gin 

115 120 125 - 

Asp Ala Ser Ala Glu Val Glu Arg Leu Arg Arg Glu Asn Gin Val Leu 

130 135 140 

Ser Val Arg He Ala Asp Lys Lys Tyr Tyr Pro Ser Ser Gin Asp Ser 
145 150 155 160 

Ser Ser Ala Ala Ala Pro Gin Leu Leu He Val Leu Leu Gly Leu Ser 
165 170 175 

Ala Leu Leu Gin 
180 

< 2 1 0 > 3 

< 2 1 1 > 2016 
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< 2 1 2 > DNA 

< 2 1 3 > Homosapiens 

< 2 2 3 > Nucleotide sequence of promoter region of gene coding for HM 
1.24 protein antigen 

<40 0> 3 

actaaaagtc tctgatatgc agaaataatg gcataagctg tctttctgtc tgtcccctct 60 

ctctctctct gcctcggctg ccaggcaggg aagggccccc tgtccagtgg acacgtgacc 120 

cacatgacct tacctatcat tggagatgac tcacactctt taccctgccc cttttgcttt 180 

gtatccaata aataacagca cagccagaca ttcggggcca ctaccagtct ccgcgcattg 240 

ctggtagtgg tcccccgggc ccagctgtct tttcttttat ctcttcgtct tgtgtcttta 300 

tttctacact ctctcgtcgc cgcacacagg gagagaccca ctgaccctgt ggggctggtc 360 

cctacagtaa ttttaaaggg aagagcaaca aactttcggt ttgcagggct gggactgttt 420 

acagctgcaa aatttagaga ggacatcaat ctattattat ccacatttta cagctgggga 480 

aatcaatgct aagagaggaa attcatttgc ccagaggtgc accaccctgg cctccaatgt 540 

gcaattcatg caattgtgat ttccgacctg gtcccaaact aaccctaaag ttagcaggcc 600 

agaacagtgc tgctcaaata agtcagctta gtcaaataag tcaggcaaag gtcgtgtctt 660 

tgcacctgga gtcctggcca ggctggtagg tccctcctcc tgggacaagt tcaccctcag 720 

aattttcagc aagatcatct cccacagctt gttaattggt tcttggttct aagtgatttt 780 

tttgtttatt ggtttaagag atgggatccc actctatcac ccaggcttga gtgccgtggc 840 

acaatcatag ctcgctgcag cctcaaactc ctgggctcga gtgatcctcc tgcctcagcc 900 

tcccagcctc agcctgggac cacaggcatg taccaccatg cctggctcta agtggcttta 960 

atggggtcct tctgagggat gttggagtca gggcctgggg ggagttcccc aggccttctg 1020 

ggaggcctgg gctctggact tgacctcgcc tactgtctgg ccctgctgaa aagaaaaaaa 1080 

aacatggaaa tggcagacct aacagaatct gggctgtggt caggatgtgg ctgaagaagc 1140 

cacaagaaaa acatgcagtc ccctttcagc ggtcatgccc agcagttggg tgccgataat 1200 

gggcctgatt tcctgtagga agccctggct ctcttggcca catggacagt gtctgaggct 1260 

ggccctgtta ttcccctttg cagatgaaga aacaggctca gagagtttac ctggtatcct 1320 

ggagtcccag gagcactttt tctggaagta ggagcttgtt tcctgcaggt gccaagacag 1380 

agaccgacat tgtttgttgg ctgggtcggt ctcccagttt tcagctggct ccagtctcac 1440 
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ctgttgctca cacaccctcc atgtctccca tagtcccctc ggtggggaca gaggcactgg 1500 
atgaagccct gctcgtcacc acagagacac ctgaacacaa aaaccagtcc ctggggtcag 1560 
acccaggccc cgcccccaga cccaggccct gccctcactc caccacgcaa ctgtgcaacc 1620 
tcagtttccc caggtggaga ccggaccaac aatgatggcc tctgcctctt caggtcatag 1680 
tacagatgaa tacaggctgg cacggcctag gcactcagta acacacggca gaggcacagg 1740 
gacttaagat ggagtgtccc aggcagccac agttggctgg cacccagttg ggaagggccc 1800 
aagggctttt aaagcagggt gaaaaaaaaa gcccacctcc tttctgggaa actgaaactg 1860 
aaaacctaat taatcctctg cctgtaggtg cctcatgcaa gagctgctgg tcagagcact 1920 
tcctggaact tgctattggt caggacgttt cctatgctaa taaaggggtg gcccgtagaa 1980 
gattccagca ccctccccta actccaggcc agactccttt cagctaaagg ggagatctgg 2040 
atg gca tct act teg tat gac 2061 
Met Ala Ser Thr Ser Tyr Asp 

5 

< 2 1 0> 4 

< 2 1 1 > 29 

< 2 1 2 > DNA 

< 2 1 3 > Artificial Sequence 
<2 2 0> 

< 2 2 1 > 
<2 2 2> 

< 2 2 3 > Primer HM2K 
<4 0 0> 4 

aaaggtacca gctgtctttc tgtctgtcc 29 

< 2 1 0> 5 

< 2 1 1 > 78 

< 2 1 2 > DNA 

< 2 1 3 > Artificial Sequence 

< 2 2 0> 

< 2 2 1 > 
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< 2 2 2> 



<2 2 3> 



Primer BST2B 



<4 0 0> 



5 



atagtcatac gaagtagatg ccatccag 



28 



< 2 1 0> 6 

< 2 1 1 > 2144 

< 2 1 2 > DNA 

< 2 1 3 > Homosapiens 

< 2 2 3 > Nucleotide sequence coding for IRF-2 protein 

< 4 0 0> 6 

aactgacggg ctttcatttc catttcacac accctagcaa cacttatacc ttgcggaatt 60 

gtattggtag cgtgaaaaaa gcacactgag agggcaccat gccggtggaa aggatgcgca 120 

tgcgcccgtg gctggaggag cagataaact ccaacacgat cccggggctc aagtggctta 180 

acaaggaaaa gaagattttt cagatcccct ggatgcatgc ggctagacat gggtgggatg 240 

tggaaaaaga tgcaccactc tttagaaacc gggcaatcca tacaggaaag catcaaccag 300 

gagtagataa acctgatccc aaaacatgga aggcgaattt cagatgcgcc atgaattcct 360 

tgcctgatat tgaagaagtc aaggataaaa gcataaagaa aggaaataat gccttcaggg 420 

tctaccgaat gctgccccta tcagaacggc cttctaagaa aggaaagaaa ccaaagacag 480 

aaaaagaaga caaagttaag cacatcaagc aagaaccagt tgagtcatct ctggggctta 540 

gtaatggagt aagtgatctt tctcctgagt atgcggtcct gacttcaact ataaaaaatg 600 

aagtggatag tacggtgaac atcatagttg taggacagtc ccatctggac agcaacattg 660 

agaatcaaga gattgtcacc aatccgccag acatttgcca agttgtagag gtgaccactg 720 

agagcgacga gcagccggtc agcatgagcg agctctaccc tctgcagatc tcccccgtgt 780 

cttcctatgc agaaagcgaa acgactgata gtgtgcccag cgatgaagag agtgccgagg 840 

ggcggccaca ctggcggaag aggaatattg aaggcaaaca gtacctcagc aacatgggga 900 

ctcgaggctc ctacctgctg cccggcatgg cgtccttcgt cacttccaac aaaccggacc 960 

tccaggtcac catcaaagag gagagcaatc cggtgcctta caacagctcc tggccccctt 1020 

ttcaagacct ccccctttct tcctccatga ccccagcatc cagcagcagt cggccagacc 1080 

gggagacccg ggccagcgtc atcaagaaaa catcggatat cacccaggcc cgcgtcaaga 1140 
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gctgttaagc ctctgactct ccgcggtggt tgttggggct tcttggcttt gttttgttgt 1200 
ttgtttgtat tttatttttt tctctctgac acctatttta gacaaatcta agggaaaaag 1260 
ccttgacaat agaacattga ttgctgtgtc caactccagt acctggagct tctctttaac 1320 
tcaggactcc agcccattgg tagacgtgtg tttctagagc ctgctggatc tcccagggct 1380 
actcactcaa gttcaaggac caacaagggc agtggaggtg ctgcattgcc tgcggtcaag 1440 
gccagcaagg tggagtggat gcctcagaac ggacgagata atgtgaacta gctggaattt 1500 
tttattcttg tgaatatgta cataggcagc actagcgaca ttgcagtctg cttctgcacc 1560 
ttatcttaaa gcacttacag ataggccttc ttgtgatctt gctctatctc acagcacact 1620 
cagcaccccc ttctctgccc attccccagc ctctcttcct atcccatccc atcccatccc 1680 
atcccatccc atcccatccc gctcttttcc tacttttcct tccctcaaag cttccattcc 1740 
acatccggag gagaagaagg aaatgaattt ctctacagat gtcccatttt cagactgctt 1800 
taaaaaaaat ccttctaatc tgctatgctt gaatgccacg cggtacaaag gaaaaagtat 1860 
catggaaata ttatgcaaat tcccagattt gaagacaaaa atactctaat tctaaccaga 1920 
gcaagctttt ttatttttta tacaggggaa tattttattc aaggtaaaat tctaaataaa 1980 
atataattgt tttttatctt ttctacagca aatttataat tttaagattc cttttcttgt 2040 
ttatcagcag ttgttattac atccttgtgg cacatttttt tttaattttg taaaggtgaa 2100 
aaaagctttt atgagctcat ctagcaatca gattttcctg tgga 2144 
<2 1 0> 7 

< 2 1 1 > 349 

< 2 1 2 > PRT 

< 2 1 3 > Homosapiens 

< 2 2 3 > Amino acid sequence of IRF-2 protein 
<4 0 0> 7 

Met Pro Val Glu Arg Met Arg Met Arg Pro Trp Leu Glu Glu Gin He 

15 10 15 

Asn Ser Asn Thr He Pro Gly Leu Lys Trp Leu Asn Lys Glu Lys Lys 

20 25 30 

lie Phe Gin He Pro Trp Met His Ala Ala Arg His Gly Trp Asp Val 
35 . 40 45 
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Glu Lys Asp Ala Pro Leu Phe Arg Asn Arg Ala He His Thr Gly Lys 

50 55 60 

His Gin Pro Gly Val Asp Lys Pro Asp Pro Lys Thr Trp Lys Ala Asn 
65 70 75 80 

Phe Arg Cys Ala Met Asn Ser Leu Pro Asp He Glu Glu Val Lys Asp 

85 90 95 

Lys Ser lie Lys Lys Gly Asn Asn Ala Phe Arg Val Tyr Arg Met Leu 

100 105 110 

Pro Leu Ser Glu Arg Pro Ser Lys Lys Gly Lys Lys Pro Lys Thr Glu 

115 120 125 

Lys Glu Asp Lys Val Lys His lie Lys Gin Glu Pro Val Glu Ser Ser 

130 135 140 

Leu Gly Leu Ser Asn Gly Val Ser Asp Leu Ser Pro Glu Tyr Ala Val 
145 150 155 160 

Leu Thr Ser Thr He Lys Asn Glu Val Asp Ser Thr Val Asn He lie 

165 170 175 

Val Val Gly Gin Ser His Leu Asp Ser Asn lie Glu Asn Gin Glu He 

180 185 190 

Val Thr Asn Pro Pro Asp He Cys Gin Val Val Glu Val Thr Thr Glu 

195 200 205 

Ser Asp Glu Gin Pro Val Ser Met Ser Glu Leu Tyr Pro. Leu Gin He 

210 215 220 

Ser Pro Val Ser Ser Tyr Ala Glu Ser Glu Thr Thr Asp Ser Val Pro 
225 230 235 240 

Ser Asp Glu Glu Ser Ala Glu Gly Arg Pro His Trp Arg Lys Arg Asn 

245 250 255 

lie Glu Gly Lys Gin Tyr Leu Ser Asn Met Gly Thr Arg Gly Ser Tyr 

260 265 270 

Leu Leu Pro Gly Met Ala Ser Phe Val Thr Ser Asn Lys Pro Asp Leu 
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275 280 285 

Gin Val Thr He Lys Glu Glu Ser Asn Pro Val Pro Tyr Asn Ser Ser 

290 295 300 

Trp Pro Pro Phe Gin Asp Leu Pro Leu Ser Ser Ser Met Thr Pro Ala 
305 310 315 320 

Ser Ser Ser Ser Arg Pro Asp Arg Glu Thr Arg Ala Ser Val lie Lys 

325 330 335 

Lys Thr Ser Asp lie Thr Gin Ala Arg Val Lys Ser Cys 
340 345 

< 2 1 0> 8 

< 2 1 1 > 9 

< 2 1 2 > DNA 

< 2 1 3 > Artificial Sequence 

< 2 2 0> 

< 2 2 1 > 

< 2 2 2> 

< 2 2 3 > IFN-gamma activaled siile (GAS) consensus Sequence 
<4 0 0> 8 

ttncnnnaa 9 

< 2 1 0> 9 

< 2 1 1 > 13 

< 2 1 2 > DNA 

< 2 1 3 > Artificial Sequence 

< 2 2 0> 

< 2 2 1 > 

< 2 2 2 > 

< 2 2 3> IFN-alpha stismulated response element (ISRE) consensus Sequ 
ence 

< 4 0 0> 9 
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ngaaanngaa act 13 

< 2 1 0 > 10 

< 2 1 1 > 9 

< 2 1 2 > DNA 

< 2 1 3 > Artificial Sequence 
<2 2 0> 

< 2 2 1 > 

< 2 2 2 > 

< 2 2 3 > 

< 4 0 0 > 10 

ttcccagaa 9 

< 2 1 0 > 11 

< 2 1 1 > 13 

< 2 1 2 > DNA 

< 2 1 3 > Artificial Sequence 

< 2 2 0 > 

< 2 2 1 > 
<2 2 2> 

< 2 2 3 > 

< 4 0 0 > 11 

ggaaactgaa act 13 

< 2 1 0 > 12 

< 2 1 1 > 29 

< 2 1 2 > DNA 

< 2 1 3 > Artificial Sequence 
<220> 

<2 2 1 > 
<2 2 2> 

< 2 2 3 > ISRE-F2 probe 



10/15 



WO 02/064159 



PCT/JP02/00989 



< 4 0 0 > 12 

aatttctggg aaactgaaae tgaaaacct 29 



<v Z 1 u ^ 


1 Q 


< 2 1 1 > 


on 


< 2 1 2 > 


TYNT A 

UNA 


< 2 1 3 > 


Artificial Sequence 


< 2 2 0 > 




< 2 2 1 > 




< 2 2 2 > 




< 2 2 3 > 


ISRE-F2 probe 


<4 0 0> 


13 



aattaggttt tcagtttcag tttcccaga 29 



<2 1 0> 


14 


< 2 1 1 > 


37 


< 2 1 2 > 


DNA 


< 2 1 3 > 


Artificial Sequence 


< 2 2 0 > 




< 2 2 1 > 




< 2 2 2 > 




< 2 2 3 > 


adp-1 probe 


< 4 0 0 > 


14 



catggcatct acttcgtatg actattgcag agtgcc 37 

< 2 1 0 > 15 

< 2 1 1 > 36 

< 2 1 2 > DNA 

< 2 1 3 > Artificial Sequence 

< 2 2 0 > 

< 2 2 1 > 

< 2 2 2 > 
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< 2 2 3 > 


adp-2 probe 


< 4 0 0 > 


15 


catgggcact ctgcaatagt catacgaagt 


< 2 1 0 > 


16 


< 2 1 1 > 


29 


< 2 1 2 > 


DNA 


< 2 1 3 > 


Artificial Sequence 


< 2 2 0 > 




< 2 2 1 > 




< 2 2 2 > 




< 2 2 3> 


Primer HM2k 


< 4 0 0 > 


16 


aaaggtacca gctgtctttc tgtctgtcc 


< 2 1 0 > 


17 


< 2 1 1 > 


28 


< 2 1 2 > 


DNA 


< 2 1 3 > 


Artificial Sequence 


< 2 2 0 > 




< 2 2 1 > 




< 2 2 2> 




< 2 2 3> 


BST2B 


<4 0 0> 


17 


atagtcatac gaagtagatg ccatccag 


< 2 1 0> 


18 


< 2 1 1 > 


28 


<2 1 2> 


DNA 


<2 1 3> 


Artificial Sequence 


< 2 2 0> 




< 2 2 1 > 





36 



29 



28 
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< 2 2 2 > 

< 2 2 3 > Primer 10S 

< 4 0 0 > 18 

tttcggtacc taattaatcc tctgcctg 28 

< 2 1 0 > 19 

< 2 1 1 > 23 

< 2 1 2 > DNA 

< 2 1 3 > Artificial Sequence 

< 2 2 0 > 

< 2 2 1 > 

< 2 2 2 > 

< 2 2 3 > GL Primer 2 

< 4 0 0 > 19 

ctttatgttt ttggcgtctt cca 23 

< 2 1 0 > 20 

< 2 1 1 > 30 

< 2 1 2 > DNA 

< 2 1 3 > Artificial Sequence 

< 2 2 0> 

< 2 2 1 > 

< 2 2 2 > 

< 2 2 3 > Primer HMP700 

< 4 0 0 > 20 

aaaggtacca gagtttacct ggtatcctgg 30 

< 2 1 0 > 21 

< 2 1 1 > 39 

< 2 1 2 > DNA 

< 2 1 3 > Artificial Sequence 

< 2 2 0 > 
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< 2 2 1 > 

< 2 2 2 > 

< 2 2 3 > Primer 11A' 

< 4 0 0 > 21 

cagaggatta attaggtacc gaaagagagg tgggctttt 39 

< 2 1 0 > 22 
<2 1 1 > 24 

< 2 1 2 > DNA 

< 2 1 3 > Artificial Sequence 

< 2 2 0> 

< 2 2 1 > 

< 2 2 2> 

< 2 2 3 > Primer IRF2-F2 

< 4 0 0 > 22 

ttgtattggt agcgtgaaaa aagc 24 

< 2 1 0 > 23 

< 2 1 1 > 24 

< 2 1 2 > DNA 

< 2 1 3 > Artificial Sequence 

< 2 2 0> 

< 2 2 1 > 
<2 2 2> 

< 2 2 3 > Primer IRF2-R2 

< 4 0 0 > 23 

cagctagttc acattatctc gtcc 24 

< 2 1 0 > 24 

< 2 1 1 > 30 

< 2 1 2 > DN A 

< 2 1 3 > Artificial Sequence 
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< 2 2 0> 

< 2 2 1 > 

< 2 2 2> 

< 2 2 3 > Primer IRF2-F1 

< 4 0 0 > 24 

agagggtacc atgccggtgg aaaggatgcg 30 

< 2 1 0 > 25 

< 2 1 1 > 30 

< 2 1 2 > DNA 

< 2 1 3 > Artificial Sequence 

< 2 2 0> 

< 2 2 1 > 

< 2 2 2 > 

< 2 2 3 > Primer IRF2-R1 

< 4 0 0 > 25 

agtcggtacc ttaactgctc ttgacgcggg 30 
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